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HIGHLIGHTS OF PRESCRIBING INFORMATION

'l‘liecc Highlights do not include all the Information needed to use
SEROQUEL safeb' arni elfecttvdy. Sec I'll] preserttdng tnt'omiation tor
SEROQUEL.
SEROOUEL" (quetiaplne hnmrate) tablets. for oral use
Initial ILS. AppmVid: I997

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATEI) PSYCHOSIS; and SUICIDAL

TIIOUGIITS AND BEIIAVIORS
Stefuflprcvcribbig informationforcomplete hitter! wanting.

Increased Mortality in Elder-Iv Patients with Dementia-Related
Psychosis
o Elderly patient: wflh dementia-related psyctiiicis treated with

antipsydiotic drugs are at an hicrcascd risk of death. SEROOUEL
is In approved for ddcrly patients with drntntta-relatcd
memoir

Suicidal IMsund Behaviors
0 [Increased risk of suicidal thoughts and bctnvior in children.

adolescents and young adults taking antidepressants (Si)
0 Monitor for womnirg and emergence of aulctdal them: and

behavior-9(2)

 
RECENT MAJOR CHANGES

Warnings and I’rccautims. Ellis (5.8) 02/2017

————————— INDICATIONS AND USAGE

SEROQUEL is an atypical antipsychotic indicated for the treatment of:
- Schizophrenia Ll._l)
- Bipolar l disorder manic episodes» (Lg)
I Bipolar disorder. depressive episodes (£1

—-—-—--—--——-—- DOSAGE AND ADMINISTRATION
o SERI OL’ELcan be taken with or without food 2.]
Indication Initial Dose Reumnieitdixl

Dose

150-750 mg/day

  
Maximum
 

SGIIILOPIII‘CIIIa - 25 mg twice
Adult: (Q1 daily

Adolescents ( l3-l7
25 mg twice 400-800 mg/day 800 mg/day

---3am) (2.2)
Bipolar Militia - 50 mg twice 4007 800 800 mg/day
Adults daily mg'day
Momthempy or ac an
adjunct to lithium or
dival m (Q)
Bipolar Mania » ' ' 400-600 nig/day 600 mg/day
Children and ' .
Adolescenis (It) to I?
years), Monothorapy
2“'I

Bipolar Depression - 50 mg once 300 mg/day 300 mg’dav

Adults (2,2) dailv at bedtimeGcn‘atric Urc: Considcra lower starting dose (50 tug/day) slowa‘
titration and careful monitoring during the initial dosing periodin tlic
eldeny(2_s, w

- Hepatic Impairment. Lower starting dose (25 mg/day) and slmwr
titration may be needed (a. L1. 1;!)

Schizophrenia -

——-———— DOSAGE FORMS AND STRENGTHS
Tablets: 25 mg, 50 mg. 100 mg, 200 mg, 300 mg. and 400 mg Q)

-——-—-——-—-—-—— CONTRAINDICATIONS

Known hypersensitiVity to SEROQUEI. or any components in the
furmulatim. (1)
  

WARNINGS AND PRECAUTIONS ———-——-.____
o Cerebromsctrlar.-idver.re Reactmm‘ Increased incidence of

ccrehrnvascular adverse events (etgn stroke, transient isclientic attack) has
been seen in elderly patients with danontia-roloted psychoses treated with
atypical antipsychotic drugs (5.3)

Reference ID: 4060088

- Neurolepuc Ada/13nd)” Smdrome (NMS): Manage with immediate
discontinuation and close monitoring (53)

I Metabolic Chunger: Atypical mtipawhotics have been associated with
metabolic changes. These metabolic changes include hyperglycemia.
dyslipidcmia. and weight gain L5_._5_1

o Hyperglycemia and Diabetes Meltitus: Monitor patients for
symptoms ofliypaglyccniia including polydipsia, polyuria.
polyphagia. and “cams. Monitor glucose regularly in patients
with diabetes or at risk for diabetes

0 Ib'slipidemia: Undccirabte alterations have been observed in
patients treated with atypical aitipswliotics. Appropriate clinical
monitoring is recaumcnded. including fasting blood lipid testing
at the beginning of. and periodically. (hiring treatment

0 Weight Gain: (join in body weight has been observed; clinical
monitoring of weight is recommended

- Tardr've [ZI’IIUUQXKL' Discontinue ifcliiiically appropriate m
C [I'VPUICIIJIUIL Use with caution in patients with known cardiovascular or

ccrebrovoscular disease (fl)
0 [nor-cared BloodPressure m Children and Adolescents: Monitu' blood

pressure at the beg‘nning of. and periodically during treatment in children
and adolescents (5.3)

0 Lerrhllretrtu. Neutrapema urtilxlgrunulucytusts: Mmiltt cunpleb blood
count fi'equently during the first few months of treatment in patients with
a preexisting low white cell count or a history of lenkopeniu‘neutropenia
and disamtintie SERmUEI. at the first Sign ofa decline in WBC in
absmcc ofother causative factors (5.10)

o Calarm”; Lens changes have been observed in patients during Iong~tmn
quetiapinc treatment. Lens examinatim is: reatrnnmded what starting
treatment and at 6-month mtcrvals during chronic treatment (SJ 1]

ADVERSE REACTIONS

- Mom cmmon cdvcrsc reactions (incidence 25% and twice placebo):
Adultc somnolence. dry mouth. dizziness. constipation. asthenia.
abdominal pain. postural hypotension. pharyngitis. “eight gain,
lethargy. ALT increased. dyspepsia (6.1)

0 Children and Adolescents: soninolence. dimness. fatigue. increased
appetite. natuca. vomiting. drymouth. tachycardia. weight increased
(6—1]

To report SL'SPECI'ED ADVERSE REACTIONS, ooldact AatrnZencca
at 1-800-236-9933 or FDA at I-KD-FIIA-Im orW

DRUG INTERACTIONS

a Concomitant use (ifs/mug ('t'Pfi/ll mlnbrmrs: Reduce thtiapine dose
tonne sixth when cnadmiiiistered with strong CYP3A4 inhibitors (e.g..
ketocoaazolc. ritonavir) (2.5. 7.1. 123)

I Concomrlanl use oj’alrong CYP3A4 inducers: Increase quetiapine dose
up to 5 told when used in combination with a chronic treatment (more
than 7-l 4 days) of potent CYP3A4 inducus (c.g., phenytoin. rifampiii.
St. Jolui‘s non) (L6, 11. 13;)

- Disconflmmhon ofstrong Cl‘l’3rl4 inducers: Reduce quetiapine dose
by 3 fold within 7-| 4 days ofdiuxlitinuation ofCYPfiA-t induwrs (E.
u, IZJ)

USE IN SPECIFIC POPULATIONS
- Pregnancy: Limited human data. Based on animal data. may cause I‘ctal

harm. Quetinpinc should be used only if the potential benefit iustifies the
potential risk tle

- Nimmg Mothers: Discoutiim drug or nursing, taking into consideration
impedance ofdrug to mother's health (8:3)

See I7 for PATIENT (‘OI'NSELING INFORMATION and Meditation
(Mlle
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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 Warning and Precautions (5.12]. SEROQUEL is not approved for the treatment of patients with

dementia-related psychosis [see Warnings and Precautions (5. Ill.

Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and behavior in children, adolescents, and young adults

in short—term studies. These studies did not show an increase in the risk of suicidal thoughts and behavior with

antidepressant use in patients over age 24; there was a reduction in risk with antidepressant use in patients aged

65 and older [see Warnings and Precautions (5.2“.
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”.

SEROQUEL is not approved for use in pediatric patients under ten years of age [see Use in Specific Populations

(it-0|.

 
 

l INDICATIONS AND USAGE

1.1 Schizophrenia

SEROQU EL is indicated for the treatment of schizophrenia. The efficacy of SEROQUEL in schizophrenia was

established in three 6-week trials in adults and one 6-week trial in adolescents ( l 3-l7 years). The echctiveness of

SEROQU EL For the maintenance treatment of schizophrenia has not been systematically evaluated in controlled clinical

trials [sec Clinical Studies (14.12].

1.2 Bipolar Disorder

SEROQUEL is indicated for the acute treatment of manic episodes associated with bipolar I disorder. both as

monotherapy and as an adjunct to lithium or divalproex. Efficacy was established in two 12-week monotherapy trials in

adults, in one 3-week adj unctive trial in adults. and in one 3-week monotherapy trial in pediatric patients (IO-l7 years)

[see ( ‘linical Studies (14. 21].

SEROQUEL is indicated as monotherapy for the acute treatment of depressive episodes associated with bipolar disorder.

Efficacy was established in two 8~wcek monothcrapy trials in adult patients with bipolar | and bipolar ll disorder [see

("linica! Studies (I 4. 22 |.

SEROQUEL is indicated For the maintenance treatment ofbipolar l disorder, as an adjunct to lithium or divalproex.

Efficacy was established in two maintenance trials in adults. The effectiveness of SEROQU EL as monotherapy for the

maintenance treatment of bipolar disorder has not been systematically evaluated in controlled clinical trials [see Clinical

Studies (14.2%
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1.3 Special Considerations in Treating Pediatric Schizophrenia and Bipolar l Disorder

Pediatric schizophrenia and bipolar l disorder are serious mental disorders. however. diagnosis can be challenging. For

pediatric schizophrenia. symptom profiles can be variable. and for bipolar l disorder. patients may have variable pattcms

ofperiodicity of manic or mixed symptoms. It is recommended that medication therapy for pediatric schizophrenia and

bipolar I disorder be initiated only after a thorough diagnostic evaluation has been perfomted and careful consideration

given to the risks associated with medication treatment. Medication treatment for both pediatric schizophrenia and bipolar

l disorder is indicated as part of a total treatment program that often includes psychological. educational and social
interventions.

2 DOSAGE AND ADMTNISTRATION

2.1 Important Administration Instructions

SEROQUEL can be taken with or without food.

2.2 Recommended Dosing

The recommended initial dose, titration, dose range and maximum SEROQU EL dose for each approved indication is

displayed in Table 1. After initial dosing. adjustments can be made upwards or downwards. if necessary. depending upon

the clinical response and tolerability ofthe patient [see (‘linical Studies (fl and I 4.2)].

Table 1: Recommended Dosing for SEROQUEL

Initial Dose and Titration Recommended Dose Maximum Dose

Schizophrenia - Adults Day I: 25 mg twice daily. 150-750 mg/day 750 mg/day
Increase in increments 01°25

mg-SO mg divided two or
three times on Days 2 and 3

to range of 300-400 mg by

Day 4.

Further adjustments can be
made in increments of 25-50

mg twice a day. in intervals

of not less than 2 days,

Schizophrenia - Adolescents Day I: 25 mg twice daily. 400-800 mg/day 800 mg/day

“347 years) Day 2: Twice daily dosing
totaling 100 mg.

Day 3: Twice daily dosing
totaling 200 mg.

Day 4: Twice daily dosing

totaling 300 mg.

Day 5: Twice daily dosing

totaling 400 mg.

Further adjustments should
be in increments no greater

than 100 mg/day within the

recommended dose range of

400-800 mg/day.

Based on response and
tolerability. may be
administered three times
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Schizophrenia -
Maintenance

N/A’ 400—800 mg/day 800 tug/day
 

Bipolar Mania - Adults

Monotherapy or as an

adjunct to lithium or

divalproex

Bipolar Mania - Children
and Adolescents (10 to 17
years).

Monotherapy

Bipolar Depression - Adults

Bipolar l Disorder

Maintenance Therapy -
Adults

Reference ID: 4060088

Day I: Twice daily dosing

totaling 100 mg.

Day 2: Twice daily dosing

totaling 200 mg.

Day 3: Twice daily dosing
totaling 300 mg.

Day 4: Twice daily dosing

totaling 400 mg.

Further dosage adjustments

up to 800 mg/day by Day 6
should be in increments of

no greater than 200 mg/day.

Day 1: 25 mg twice daily.

Day 2: Twice daily dosing
totaling 100 mg.

Day 3: Twice daily dosing

totaling 200 mg.

Day 4: Twice daily dosing

totaling 300 mg.

Day 5: Twice daily dosing
totaling 400 mg.

Further adjustments should

be in increments no greater

than 100 mg/day within the
recommended dose range of
400—600 mg/day.

Based on response and
tolerability, may be
administered three times

daily.

Administer once daily at
bedtime.

Day I: 50 mg

Day 2: 100 mg

Day 3: 200 mg

Day 4: 300 mg

Administer twice daily

totaling 400-800 mg/day as
adjunct to lithium or
divalproex. Generally. in

the maintenance phase,

patients continued on the
same dose on which they

 
400-800 mg/day

400-600 mg/day

300 mg/day

400-800 mg/day

 
800 mg/day

600 mg/day

300 mg/day

800 mg/day

 



— m... —
1. N/A Not applicable

Maintenance Treatment for Schizophrenia and Bipolar l Disorder

Maintenance Treatment — Patients should be periodically reassessed to determine the need for maintenance treatment

and the appropriate dose for such treatment [see Clinical Studies (14.21].

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 Clinical Pharmacology [[231] When indicated.

dose escalation should be performed with caution in these patients.

Elderly patients should be started on SEROQUEL 50 mg/day and the dose can be increased in increments of‘ 50 trig/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 25 myday. The dose should be increased daily in increments of 25

in day - 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

SEROQUEL dose should be reduced to one sixth oforiginal dose when co-medieated with a potent CYP3A4 inhibitor

(e g, ketoconazole, itraconazole, indinavir. ritonavir, nefazodone, etc). When the CYP3A4 inhibitor is discontinued. the

dose of SEROQUEL should be increased by 6 Fold [see Clinical Pharmacologv (lug and Drug lnleraclions (7.1”.

2.6 Dose Modifications when used with CYP3A4 lnducers

SEROQUEL dose should be increased up to 5-fold of the original dose when used in combination with a chronic

treatment (e.g.. greater than 7-14 days) ofa potent CYP3A4 inducer (cg, phenytoin, carbamazepinc. rifamprn. avasimibe.

St. John's wort etc.). The dose should be titrated based on the clinical response and tolembility of the individual patient.

When the CYP3A4 inducer is discontinued, the dose of SEROQUEL should be reduced to the original level within 7-14

days [see (‘linical Pharmacologv (12.32 andDrug Interactions (77. l 2].

2.7 Re-initiation of Treatment in Patients Previously Discontinued

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 SEROQUEL for more than one week, the initial dosing schedule should be

followed. When restarting patients who have been off SEROQUEL for less than one week. gradual dose escalation may

not be required and the maintenance dose may be re-initiated.

2.8 Switching from Antipsychotics

There are no systematically collected data to specifically address switching patients with schizophrenia from

antipsyclrotics to SEROQUEL, or concenring concomitant administration with antipsychotics. While immediate

discontinuation of the previous antipsychotie treatment may be acceptable for some patients with schizophrenia, more

gradual discontinuation may be most appropriate for others. In all cases. the period ofoverlapping antipsychotie

administration should be minimized. When switching patients with schizophrenia from depot antipsychotics, if medically

appropriate, initiate SEROQUEL therapy in place of the next scheduled injection. The need for continuing existing EPS

medication should be rc-evaluatcd periodically.
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3 DOSAGE FORMS AND STRENGTHS

o 25 mg tablets are peach. round. biconvex, film coated tablets. identified with 'SEROQUEL' and ‘25' on one side and

plain on the other side.

0 50 mg tablets are white, round. biconvex. film coated tablets. identified with 'SEROQUEL' and '50' on one side and

plain on the other side

- “)0 mg tablets are yellow, round, biconvex. film coated tablets. identified with 'SEROQUEL‘ and ‘100- on one side

and plain on the other side

o 200 mg tablets are white. round. biconves. film coated tablets. identified with 'SEROQUEL' and ‘200' on one side

and plain on the other side

0 300 mg tablets are white. capsule-shaped. biconvcx. film coated tablets. intagliated with ‘SEROQUEL' on one side
and '300‘ on the other side

0 400 mg tablets are yellow. capsule-shaped. biconvex. film coated tablets. intagliated with ‘SEROQUEL‘ on one side
and '400’ on the other side

4 CONTRAINDICATIONS

Hypersensitivity to quetiapine or to any excipients in the SEROQUEL formulation. Anaphylactic reactions have been

reported in patients treated with SEROQUEL

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 l7 placebo-controlled trials (modal duration of IO weeks). largely in patients taking atspical antipsychotic

drugs. revealed a risk of death in drug—treated patients of between 1.6 to 1.7 times the risk ofdeath in placebo-treated

patients. Over the course ofa typical Ill-week controlled trial, the rate of death in dnrg-trcated patients was about 4.5%.

compared to a rate of about 2.6% in the placebo group. Although the causes of death we re varied, most ofthe deaths

appeared to be either cardiovascular (c.g.. heart failure. sudden death) or infectious (c.g.. pneumonia) in nature.

Observational studies suggest that. similar to atypical antipsychotie drugs. treatment with conventional antipsychotic

drugs may increase mortality. The extent to which the findings of increased mortality in observational studies may be

attributed to the antipsychotic drug as opposed to some characteristic(s) of the patients is not clear. SEROQUEL is not

approved for the treatment of patients with dementia-related psychosis [.vee Boxed Warning].

5.2 Suicidal Thoughts and Behaviors in Adolescents and Young Adults

Patients with major depressive disorder (MDD). both adult and pediatric. may experience worsening oftheir depression

and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior. whether or not they

are taking antidepressant medications. and this risk may persist until significant remission occurs Suicide is a known risk

of dcprcssron and certain other psychiatric disorders. and these disorders themselves are the strongest predictors of

suicide. There has been a long-standing conccm. however. that antidepressants may haw a role in irducing worsening of

depression and the emergence of suicidality in certain patients during the early phases of treatment. Pooled analyses of

short-tenn placebo-controlled trials of antidepressant dnigs (SSRls and others) showed that these drugs increase the risk

of suicidal thinking and behavior (suicidality) in children. adolescents. and young adults (ages 18-24) with major

depressive disorder (MDD) and other psychiatric disorders. Short-term studies did not show an increase in the risk of

suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction with antidepressants

compared to placebo in adults aged 65 and older.
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The pooled analyses of placebo-controlled trials in children and adolescents with MDD. obsessive-compulsive disorder

(OCD). or other psychiatric disorders included a total of 24 short-temi trials of 9 antidepressant drugs in over 4400

patients. The pooled analyses of placebo-controlled trials in adults with MDD or other psychiatric disorders included a

total of 295 short-term trials (median duration of 2 months) of l l antidepressant drugs in over 77.000 patients. There was

considerable variation in risk of suicidality among drugs. but a tendency toward an increase in the younger patients For

almost all drugs studied. There were differences in absolute risk ofsurcidality across the different indications, with the

highest incidence in MDD. The risk differences (drug vs. placebo). however. were relatively stable within age strata and

across indications. These n'sk differences (drug-placebo difference in the number ofcases ofsuicidality per 1000 patients

treated) are provided in Table 2.

Table 2: Drug-Placebo Difference in Number of Cases of Suicidallty per 1000 Patients Treated

Age Range Drug-Placebo Difference in

Number of Cases of Suicidality
cr [000 Patients Treated

Increases Compared to Placebo

< l 8 l4 additional cases

18-24 5 additional cases

Decreases Compared to Placebo

25-64 1 fewer case

263 6 fewer cases

  
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.

It is unknown whether the suicidality risk extends to longer-tom use. i.e.. beyond several months. l-lowcwr. there is

substantial evidence from placebo-controlled maintenance trials in adults with depression that the use of antidepressants

can delay the recurrence ofdepressiou.

All 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 (psychomotor 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 psyctiatric and

nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of depressron

and/or the emergence of suicidal impulses has not been established. there is concem 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

8
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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 caregivers. Prescriptions for SEROQUEL 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 likelihood of precipitation ofa 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 SEROQUEL. patients with depressive symptoms should be adequately

screened to determine if they are at risk for bipolar disorder: 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 incrdencc of cerebrovascular adverse reactions tccrcbrovascular accidents and transient ischemic attacks) including

fatalities compared to placebotreated subjects. SEROQUEL is not approved for the treatment of patients with dementia-

related psychosis [see also 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 association with administration ofantipsychotic drugs. including SEROQUEL. Rare cases of NMS have been reported

with SEROQUEL Clinical manifestations ofNMS are hyperpyrexia. muscle rigidity. altered mental status. and evidence

of‘ autonomic instability (irregular pulse or blood pressure. tachycardia diaphorcsis. and cardiac dysrhythmia). Additional

signs may include elevated creatinine phosphokinase. myoglobinuria (rhabdomyolysis) and acute renal Failure.

The diagnostic evaluation of patients with this syndrome is complicated. ln aniving at a diagnosis. it is important to

exclude cases where the clinical presentation includes both serious medical illness (cg. pneumonia. systemic infection.

etc.) and untreated or inadequately treated cxtr’apyramidal signs and symptoms (EPS). Other important considerations in

the difi'erential diagnosis include central anticholinergic toxicity. heat stroke. drug fever and primary central nervous

system (CNS) pathology.

The management of NMS should include: I) immediate discontinuation of antipsychotic drugs and other drugs not

essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treatment ofany

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 oFdnig therapy

should be carefully consrdcrcd. The patient should be carefully monitored since recurrences ofNMS have been reported

5.5 Metabolic Changes

Atypical antipsycliotrc drugs have been assocratcd with metabolic changes that include hyperglycemia/diabetes mellitus.

dyslipidcmia. 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.
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Hyperglycemia and Diabetes Mellitus

Hyperglycemia. in some cases extreme and associated with kctoacidosis 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 ofdiabetes mellitus in the general

population. Given these confoundcrs. the relationship between atypical antipsychotic use and hyperglycemia-rclatcd

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 antipsyehotics. Precise risk

estimates for hyperglycemia-related adverse reactions in patients treated with atypical antipsyehotics 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 (c.g.. obesity, family history of

diabetes) who are starting treatment with atypical antipsychotics should tuidergo fasting blood glucose testing at the

beginning oFtreatment and periodically during treatment. Any patient treated with atypical antipsyehotics should be

monitored for symptoms of hyperglycemia including polydipsia polyuria, polyphagia. and weakness. Patients who

develop symptoms of hyperglycemia during treatment with atypical antipsychotics should undergo fasting 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 2126 mgIdL in Short-Term (512 weeks)
Placebo-Controlled Studies’
 

Laboratory Category Change Treatment Arm N ' Patients
Analyte (At Least Once) it (°/o)

from Baseline

Normal to High Quetiapine 2907 71 (2.4%)

(<100 mg/dL to

346

Borderline to High Quetiapine 572 67 (1 1.7%)

(2 100 mg/dL and

<126 mg/dL to 279 33 11.891 )

1. Includes SliROQUlil, and Sl-‘ROQlllil. XR data.

   
In a 24-week trial (active-controlled. l 15 patients treated with SEROQUEL) designed to evaluate glyccmic status with

oral glucose tolerance testing of all patients. at week 24 the incidence ofa treatment-emergent post-glucose challenge

glucose level 2 200 mg/dL was l 7% and the incidence ofa fasting treatment-emergent blood glucose level 2 126 mg/dL

was 2 6%. The mean change in fasting glucose Front baseline was 3.2 mg/dL and mezui change in 2-‘tour glucose from

baseline was -1.8 mg/dL for quctiapine.

1n 2 long-term placebo-controlled randomized withdrawal clinical trials For bipolar l disorder maintenance. mean

exposure of213 days for SEROQUEL (646 patients) and 152 days for placebo (680 patients), the mean change in glucose

from baseline was +5 .0 mg/dL for SEROQUEL and #005 mg/dL for placebo. The exposure-adjusted rate of any

increased blood glucose level (2 126 mg/dL) for patients more than 8 hours since a meal (however, some patients may not

have been precluded front calorie intake front fluids during Fasting period) was 18.0 per 100 patient years For SEROQUEL

(10.7% ofpaticnts; n=556) and 9.5 for placebo per 100 patient years (4.6% of patients; n=581).

10
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( 'hrldren and Adolescents:

In a placebo-controlled SEROQUEL monothcrapy study of adolescent patients (13-17 years of age) with schizophrenia (6

weeks duration). the mean change in fasting glucose leycls for SEROQUEL (n=138) compared to placebo (n=67) was —

0.75 mg/dL versus —l.70 mg/dL. In a placebo-controlled SEROQUEL monotherapy study of children and adolescent

patients (IO-l 7 years of age) with bipolar mania (3 weeks duration), the mean change in fasting glucose level for

SEROQUEL (n=l70) 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 on 126 mg/dL.

In a placebo-controlled SEROQ U EL XR monotherapy study (8 weeks duration) of children and adolescent patients (10-

17 years of age) with bipolar depression. in which efficacy was not established. the mean change in fasting glucose levels

for SEROQUEL XR (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 SEROQUEL XR or placebo-treated groups with a baseline normal fasting glucose level (< 100 mg/d L) that

had an increase in blood glucose level > 126 rng/dL There was one patient in the SEROQUEL XR 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.

Dyslipidemia

Adults:

Table 4 shows the percentage of adult patients with changes in total cholesterol. triglycerides. LDL-eholesterol and HDL-

cholesterol from baseline by indication in clinical trials with SEROQUEL.

Table 4: Percentage of Adult Patients with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol

and HDL-Cholesterol from Baseline to Clinically Significant Levels by Indication

Laboratory Indication N Patients
Anal 2 n(%)

r SEROQUEL l3 7 24 ( 18%)
Schizophrenia

Tomi Cholesterol 9?- “7%)

324” “lg/“L Bipolar SEROQUEL 463 41 (9%)

_ , I SEROQUEL 120 26(229/0)
Schizophrenia

320” “‘g/dL Bipolar SEROQUEL 436 59 (14%)

SEROQUEL na na"

Placebo na‘ na3

Bipolar SEROQUEL '4 29 (6%
2

65

Depression'1 56 12 (‘i m)
3

a3

93

 

LDL- Schizophrenia] 
Cholesterol

2 160 mg/dL
)

:o/

c1120 renla
“Dr "

Cholesterol

.. ,6)

 
5 40 mg/dL Bipolar SEROQUEL 3 ‘6 ‘ ”0’

n
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6 weeks duration
8 weeks durationWP:—
mania registration studies.

Children and Ado/escems:

Table 5 shows the percentage of children and adolescents with changes in total cholesterol. triglycerides. LDL-cholesterol

and HDL-cholesterol from baseline in clinical trials with SEROQUEL.

Parameters not measured in the SEROQUEL registration studies for schizophrenia. Lipid parameters also were not measured in the bipolar

Table 5: Percentage of Children and Adolescents with Shifts in Total Cholesterol, Triglycerides, LDL—

Cholesterol and HDL-Cholesterol from Baseline to Clinically Significant Levels 

Laboratory
Anal to

Total Cholesterol

2200 mg/dL

Indication

Schizophrenia]

'1

Bipolar Mania‘

Treatment Arm N Patients

n (0/0)

13 (12%)
 SEROQUEL |

Placebo

SEROQUEL l 59

1 (2%)

16 (1 0%)

2 (3%)
 

Triglycerides

2 ISO mg/dL

LDL-Cholcstcrol Z

130 mg/dL

HDL-Cholestcrol S

40 mg/dL

 
Sehizophrenia'

7

Bipolar Mania‘

Schizophrenia’

Bipolar Mania}

Schizophrenia’

Bipolar Mania?

1. 13-1 7 years. 6 weeks duration
2. 10-] 7 years. 3 weeks duration

Placebo 6

.

s

1

Placebo 6

n

6

7

3

l

9

2

SEROQUEL l 9

17 (1 7%)

4 (8%)

32 (22%)

s (13%)

4 (4%)

1 (2%)

13 (8%)
 

—

—m

0

56

6

O

4

0

I

O

6

4

04

4

Placebo 7

5

  4 (5%)

16 (1 5%)

1 0 (1 9%)

16 (10%)

4 (7212;)

In a placebo-controlled SEROQUEL XR monotherapy study (8 weeks duration) of children and adolescent patients (10-

17 years of age) with bipolar depression, in which efficacy was not established. the percentage of children and adolescents

with shifts in total cholesterol (Z200 mg/dL), triglycerides (2150 mg/dL), LDL-cholcsterol (2 I30 n‘g/dL) and HDL-

cholesterol (S40 mg/dL) from baseline to clinically significant levels were: total cholesterol 8% (7/83) for SEROQUEL

XR vs. 6% (5/84) for placebo: triglycerides 28% (22/80) for SEROQUEL XR vs. 9% (7/82) for placebo: LDL-cholesterol

% (2/86) for SEROQUEL XR vs. 4% (3/85) for placebo and HDL-cholcsterol 20% (13/65) for SEROQUEL XR vs. 15%

(l l/74) for placebo.

Weight Gain

Increases in “eight have been observed in clinical trials. Patients receiving quctiapinc should receive regular monitoring

of “eight.

Reference ID: 4060088
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Adults:

In clinical trials with SEROQUEL the following increases in weight have been reported.

Table 6: Proportion of Patients with Weight Gain 27% of Body Weight (Adults)

'"““"“°“ “WW” I.—n /ol

Schizophrenia

Bipolar Mania SEROQUEL 25‘1”")

Bipolar Dcpmssron

up to 6 weeks duration
up to l2 weeks duration
up to 3 weeks duration
up In 8 weeks duration

   
+P’P‘2"

(‘lti/dren and Adolexcemx:

In two clinical trials with SE ROQU EL. one in bipolar mama and one in schizophrenia, reported increases in weight are
included in table 7.

Table 7: Proportion of Patients with Weight Gain 27% of Body Weight (Children and Adolescents)

Vital Patients

“m Treatmem Arm — n (‘on
SERO UEL “ 23 (21%)schizophrenia] Q _

B_ I M A SEROQUEL 13am)ipoar anra‘ 
I. 6 weeks duration
2. 3 weeks duration

The mean change in body weight in the schizophrenia trial was 2.0 kg in the SEROQUEL group and -0.4 kg in the

placebo group and in the bipolar mania tn'al. it was 1.7 kg in the SEROQUEL 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 (24l/380) completed 26

weeks of therapy with SEROQUEL. After 26 weeks of treatment. the mean increase in body weight was 4.4 kg. Forty-five

percent of the patients gained 2 7% of their body weight, not adjusted For nomia] growth. In order to adjust for nomtal

growth over 26 weeks an increase ofat least 0.5 standard deviation from baseline in BMI was used as a measure of a

clinically significant change; [8.3% of patients on SEROQUEL met this criterion afier 26 weeks of treatment.

In a clinical trial for SEROQUEL XR in children and adolescents (IO-l7 years of age) with bipolar depression. in which

efficacy was not established. the percentage of patients with weight gain 27% of body weight at anytime was [5%

['3
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(14/92) for SEROQUEL XR vs. 10% (10/ 100) for placebo. The mean change in body weight was 1.4 kg in the

SEROQUEL XR group vs. 0.6 kg in the placebo group.

When treating pediatric patients with SEROQU EL for any indication, weight gain should be assessed against that

expected for normal growth.

5.6 Tardive Dyskinesia

A syndrome of potentially irreversible. involuntary, dyskinetie 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

antipsyehotic 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 tardivc dyskincsia and the likelihood that it will become irreversible are believed to increase as the

duration of treatment and the total cumulative dose of antipsyehotic 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 afier 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-tcmi course of the syndrome is unknown.

Given these considerations, SEROQUEL should be prescribed in a manner that is most likely to minimize the occurrence

of tardive dyskinesia. Chronic anti psychotic treatment should generally be reserved for patients who appear to suffer From

a chronic illness that (l) 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.

lf signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should be

considered However, some patients may require treatment with SEROQUEL despite the presence of the syndrome.

5.7 Hypotension

Quctiapine may induce orthostatic hypotension associated with dizziness, tachycardia and, in some patients, syncope,

especially during the initial dose-titration period, probably reflecting its al-adrcnergic antagonist properties. Synoope was

reported in [96 (28/3265) of the patients treated with SEROQUEL. compared with 0.2% (2/954) on placebo and about

0. % (2/527) on active control drugs. Orthostatie hypotension. dizziness. and syncope may lead to falls.

SEROQUEL should be used with particular caution in patients with known cardiovascular disease (history ofmyocardial

infarction or ischcmic heart disease. heart failure or conduction abnormalities). eerebrovascular disease or conditions

which would predispose patients to hypotcnsion (dehydration, hypovolemia and treatment with antihypertensive

medications). The risk of orthostatic hypotension and syncope may be minimized by limiting the initial dose to 25 mg

twice daily [see Dosage and Administration (2.21]. If hypotcnsion 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 SEROQUEL. 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
14
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medications that could exacerbate these effects. complete fall risk assessments when initiating antipsychotic treatment and

recurrently for patients on long-term antipsychotie therapy.

5.9 Increases in Blood Pressure (Children and Adolescents)

1n placebo-controlled trials in children and adolescents with schizophrenia (6-week duration) or bipolar mania (3-week

duration). the incidence of increases at any time in systolic blood pressure (220 mmHg) was 15.2% (51/335) for

SEROQUEL and 5.5% (9/ 163) for placebo; the incidence of increases at any time in diastolic blood pressure (210 mmHg)

was 40.6% ( 136/335) for SEROQUEL 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.

In a placebo-controlled SEROQUEL XR clinical trial (8 weeks duration) in children and adolescents (10—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 SEROQUEL XR and 6.0% (6/100) for placebo; the incidence of increases at

any time in diastolic blood pressure (ZIO mmHg) was 46.7% (43/92) for SEROQUEL XR and 36. "/6 (36/100) for

placebo.

5.10 Leukopenia, Neutropenia and Agranulocytosis

in clinical trial and postmarketing experience. events of leukopenia/neutropcnia have been reported temporally related to

atypical antipsyehotic agents, including SEROQUEL. Agranulocytosis (including fatal cases) has also been reported.

Possible risk factors for leukopcnia/neutropenia include pro-existing low white cell count (WBC) and history of drug-

induced leukopenia/ncutropenia. Patients with a pre—existing low WBC or a history ofdrug induced

leukopenia/neutropenia should have their complete blood count (CBC) monitored frequently during the first few months

of therapy and should discontinue SEROQUEL at the first sign of a decline in WBC in absence ofother 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 SEROQUEL and have their WBC followed until recovery.

5.1] Cataracts

The development of cataracts was observed in association with quetiapine treatment in chronic dog studies [see

None/(meal Toxrcologv (13.22 L Lens changes have also been observed in adults. children and adolescents during long-

term SEROQUEL treatment, but a causal relationship to SEROQUEL 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

oftreatment or shortly thereafter, and at 6-month intervals during chronic treatment.

5.l2 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 Oven/usage ([0. l l]. in patients with concomitant illness, and in

patients taking medicines known to cause electrolyte imbalance or incmase QT interval [see Drug Interactions [7.12].

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

IA antiarrytlrmics (cg. quinidinc. procainamide) or Class III antiarrythmics (e.g., amiodarone, sotalol). antipsychotic

medications (c.g.. ziprasidonc, chlorpromazinc, thioridan'nc), antibiotics (e.g., gatifloxacin, moxifloxacin), or any other

class of medications knovm to prolong the QTc interval (e.g.. pentamidine. levomethadyl acetate. methadone).

[5
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Quetiapine should also be avoided in circumstances that may increase the risk of occurrence of torsadc de pointes and/or

sudden death including (1) a history of cardiac arrhythmias such as bradycardia; (2) hypokalemia or hypomagncsemia; (3)

concomitant use ofother dnrgs that prolong the QTc interval; and (4) presence of congenital prolongation of the QT
interval.

Caution should also be exercised when quetiapinc is prescribed in patients with increased risk of QT prolongation (e.g..

cardiovascular disease. family history of QT prolongation. the elderly. congestive heart failure and heart hypertrophy).

5.13 Seizures

During clinical trials. seizures occurred in 0.5% (20/3490) of patients treated with SEROQUEL compared to 0.2% (2/954)

on placebo and 0.7% (4/527) on active control drugs. As with other antipsychotics, SEROQUEL should be used

cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, c.g.,

Alzheimer‘s dementia. Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or
older.

5.14 Hypothyroidism

Adults: Clinical trials with quetiapine demonstrated dose-related decreases in thyroid hormone levels. The reduction in

total and free thyroxinc (T4) of approximately 20% at the higher end of the therapeutic dose range was maximal in the first

six weeks of treatment and maintained without adaptation or progression during more chronic therapy. In nearly all cases.

cessation ofquetiapine treatment was associated with a reversal of the effects on total and free T4. irrespective ofthc

duration of treatment. The mechanism by which quetiapine effects the thyroid axis is tmclear. Ifthete is an effect on the

hypothalamie-pituitary axis. measurement of TSH alone may not accurately reflect a patient’s thyrord status. Therefore,

both TSH and free T4. in addition to clinical assessment, should be measured at baseline and at follow-up.

In the mania adjunct studies, where SEROQUEL “as added to lithium or divalproex. l % (24/I96) of SEROQUEL

treated patients compared to 7% ( l5/203) of placebo-treated patients had elevated TSH levels Of the SEROQUEL treated

patients with elevated TSH levels. 3 had simultaneous low free T; levels (free T4 <08 LLN).

About 0.7% (26/3489) of SEROQUEL patients did experience TSH increases in monotherapy studies. Some patients with

TSH increases needed replacement thyroid treatment.

In all quetiapine trials, the incidence of significant shifts in thyroid homiones and TSH were': decrease in free T4 (free T4
<O.8 LLN), 2.0% (357/17513); decrease in total T4, 4.0%(75/1861); decrease in free T3, 0.4% (SS/13766); decrease in

total T3. 2.0% (26/ l 3l2). and increase in TSH. 4.9% (956/ 194 l 2). In eight patients, where TBG was measured. levels of

TBG were unchanged.

Table 8 shows the incidence of these shifts in slrort-tcnn placebo-controlled clinical trials.

Table 8: Incidence of Shifts in Thyroid Hormone Levels and TSH in Short-Term Placebo-Controlled
Clinical Trials”

 Total Ti Total T3

MEN-M Placebo
02° 03.4 'o U.6"o 0.7"o U.l"'o 0.5% 0.0% 0.0“): 3.2". 2.7%

(37‘ met) (4)651 ) (52. 721:) (413668 ) (2/359) (t) its) (l 15673) (I 2679) (2407537) (105‘ 39l2)

l. Based on shifts from normal baseline to potentially clinically important value at any time txrst—bascl inc. Shifts in lolal T4. free T... lolal T;
and heel} are defined as <08 \ l.l.N (pmnl/I.)and shill in TSll is >5 mll M at any time.

2. Includes SF.R( )Ql IF]. and SEROQUEL XR thin.

 

' Based on shifts from nonnal baseline to potentially clinically important value at any time post—baseline. Shifts in total T... free T4.
total T3 and free T3316 defined as M08 x LLN (pmol/L) and shift in TSH is > S mlU/L at any time.
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ln short-tenn placebo-controlled monotherapy trials, the incidence of reciprocal, shifis in T; and TSH was 0.0 % for both

quetiapine (1/4800) and placebo (0/2190) and for T4 and TSH the shifis were 0.1% (7/6154) for quetiapine versus 0.0%

(1/3007) for placebo.

Chrldren and Adolescents:

In acute placebo-controlled trials in children and adolescent patients with schizophrenia (6—week duration) or bipolar

mania (3-week duration), the incidence of shifis for thyroid function values at any time for SEROQUEL treated patients

and placebo-treated patients for elevated TSH was 29% (8/280) vs. 0.7% (I/ 138). respectively and for decreased total

thyroxine was 2.8% (8/289) vs. 0% (0/ l 45. respectively). Of the SEROQUEL treated patients with elevated TSH levels. I

had simultaneous low free T4 level at end oftreatment.

5.15 Hyperprolactinemia

Adults:

During clinical trials with quctiapine. the incidence of shifis in prolactin levels to a clinically significant value occurred in

3 6% (158/4416) ofpatients treated with quetiapinc compared to 2.6% (5 III 968) on placebo.

Children and Adolescents:

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 pg/L males; > 26 pg/L Females

at any time) was 13.4% (18/134) for SEROQUEL compared to 4% (3/75) for placebo in males and 8.7% (9/ 104) for

SEROQUEL compared to 0% (0/39) for placebo in females.

Like other drugs that antagonize dopamine B; receptors. SEROQU EL elevates prolactin levels in some patients and the

elevation may persist during chronic administration. Hyperprolaetinemia. regardless of etiology. may suppress

hypothalamic GnRH, resulting in reduced pituitary gonadotrophin secretion. This, in turn. may inhibit reproductive

function by impairing gonadal steroidogenesis in both female and male patients. Galactonhea. amenorrhca, gynecomastia,

and impotence have been reported in patients receiving prolactin-elevating compounds. Long~standing

hyperprolaetinemia 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 vitm,

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 tumorigcnesis in humans. but the available evidence

is too limited to be conclusive [see None/(meal Toxrcologv (13.1)].

5.16 Potential for Cognitive and Motor Impairment

Somnolence was a commonly reported adverse event reported in patients treated with SEROQUEL especially during the

3-5 day period of initial dose-titration. In schizophrenia trials. somnolence was reported in 18% (89/5 [0) ofpatients on

SEROQUEL compared to l l% (22/206) ofplacebo patients. In acute bipolar mania trials using SEROQUEL as

monotherapy, somnolence was reported in 16% (34/209) of patients on SEROQUEL compared to 4% of placebo patients.

In acute bipolar mania trials using SEROQUEL as adjunct therapy. somnolence was reported in 34% (66/ 196) ofpatients

on SEROQUEL compared to 9% (19/203) ofplacebo patients. In bipolar depression trials. somnolence was reported in

57% (398/698) of patients on SEROQUEL compared to |5% (51/347) ofplacebo patients. Since SEROQUEL has the

potential to impair judgment. thinking. or motor skills, patients should be cautioned about performing activities requiring
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mental alertness. such as operating a motor vehicle (including automobiles) or operating hazardous machinery until they

are reasonably certain that SEROQUEL therapy does not affect them adversely. Somnolence may lead to falls.

5.17 Body Temperature Regulation

Although not reported with SEROQUEL. disruption of the body's ability to reduce core body temperature has been

attributed to antipsychotie agents. Appropriate care is advised when prescribing SEROQUEL for patients who will be

experiencing conditions which may contribute to an elevation in core body temperature, eg, exercising strenuously,

exposure to extreme heat. receiving concomitant medication with antieholincrgic activity, or being subject to dehydration.

5.18 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotie drug use. Aspiration pneumonia is a

common cause of morbidity and mortality in elderly patients. in particular those with advanced Alzheimer's dementia

SEROQUEL 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 antipsychotic drugs, including SEROQUEL. 1n short-tcnn placebo-controlled, monotherapy clinical trials with

SEROQUEL XR that included a discontinuation phase which evaluated discontinuation symptoms, the aggregated

incidence of patients experiencing one or more discontinuation symptoms atter abrupt cessation was 12.1% (241/1993)

for SEROQUEL XR and 6.7% (71/1065) for placebo. The incidence of the individual adverse events (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 withdrawal is advised.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:

0 Increased mortality in elderly patients with dementia-related psychosis [see Warnings and Precautions (5.11l

0 Suicidal thoughts and behaviors in adolescents and young adults lsee Warnings and Precautions (5. 21|

0 Cerebrovascular adverse reactions, including stroke in elderly patients with dementia-related psychosis lsee Warnings

and Precautions (5. 3g]

0 Neuroleptic Malignant Syndrome (NMS) [see Warnings and Precautions (5.4“

0 Metabolic changes (hyperglycemia, dyslipidemia, weight gain) [see Warnings and Precautions (5.52]

0 Tardive dyskinesia [see Warnings and Precmtrions (5. 61]

o Hypotcnsion [see Warnings and Precautions [5. 7“

0 Falls [see Warnings and Precautions (5, 82|

o Increases in blood pressure (children and adolescents) [see Warnings and Precautions (5. 9“

- Leukopenia, neutropenia and agranulocytosis [see Wamings and Precautions (5. l02|

0 Cataracts [see Warnings and Precautions [5.11”

o QT Prolongation [see Warnings and Precautions (5.12”

0 Seizures [see Warnings and Precautions (5. I3 2

0 Hypothyroidism [see Warnings and Precautions (5.142]

- Hypcrprolacti nemia [see Warnings and Precautions [5. I52|

0 Potential for cognitive and motor impairment [see Warnings and Precautions (5. I 61|

0 Body temperature regulation [see Warnings and Precautions (5. 1 72|

0 Dysphagia [see Warnings and Precautions (5.182]
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o Discontinuation Syndrome [see Warnings and Precautions (5. l9z|

6.1 Clinical Study Experience

Because clinical studies are conducted under widely varying conditions. adverse reaction rates observed in the clinical

studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not reflect the rates

observed in practice.

Adults:

The information below is derived from a clinical trial database for SEROQUEL consisting of over 4300 patients. This

database includes 698 patients exposed to SEROQUEL for the treatment of bipolar depression, 405 patients exposed to

SEROQU EL for the treatment of acute bipolar mania (monotherapy and adjunct therapy), 646 patients exposed to

SEROQUEL for the maintenance treatment of bipolar l disorder as adjunct therapy, and approximately 2600 patients

and/or normal subjects exposed to l or more doses of SEROQUEL for the treatment of schizophrenia.

Of these approximately 4300 subjects, approximately 4000 (2300 in schizophrenia, 405 in acute bipolar mania. 698 in

bipolar depression, and 646 for the maintenance treatment of bipolar l disorder) were patients who participated in multiple

dose effectiveness trials, and their experience corresponded to approximately 2400 patient-years. The conditions and

duration of treatment with SEROQUEL varied greatly and included (in overlapping categories) open-label and double-

blind phases of studies, inpatients and outpatients, fixed-dose and dose-titration studies, and short-temi or longer-term

exposure. Adverse reactions were assessed by collecting adverse events, results of physical examinations, vital signs,

weights, laboratory analyses, ECGs, and results of ophthalmologic examinations.

The stated frequencies of adverse reactions represent the proportion of individuals who experienced, at least once, a

treatment-emergent adverse reaction of the type listed.

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

Schizophrenia; Overall. there was little difference in the incidence of discontinuation due to adverse reactions (4% for

SEROQUEL vs. 3% for placebo) in a pool of controlled trials. However. discontinuations due to somnolenee (0.8%

SEROQUEL vs. 0% placebo) and hwotension (0.4% SEROQUEL vs. 0% placebo) were considered to be drug related

[see Warnings and Precautions (._5_._Z and 5.12)].

Bipolar Disorder:

Mania: Overall. discontinuations due to adverse reactions were 5.7% for SEROQUEL vs. 5.1% for placebo in

monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy.

Depression: Overall, discontinuations due to adverse reactions were 12.3% for SEROQUEL 300 mg vs. 19.0% for

SEROQUEL 600 mg and 5.2% for placebo.

Commonly Observed Adverse Reactions in Short-'1'erm. I’lacebo-(.'onirolled Trials:

In the acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) trials, the most commonly

observed adverse reactions associated with the use of SEROQUEL. monotherapy (incidence of 5% or greater) and

observed at a rate on SEROQUEL at least twice that of placebo were somnolenee (18%). dizziness ( l 1%). dry mouth

(9%). constipation (8%). ALT increased (5%). weight gain (5%). and dyspepsia (5% .

Adverse Reactions Occurring at an Incidence of2% or More Among SER()Ql1E], Treated Patients in Short-Term.
Placebo-Controlled Trials:
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The prescribcr should be aware that the figures in the tables and tabulations cannot be used to predict the incidence of srdc

effects in the course of usual medical practice where patient characteristics and other factors differ from those that

prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other

clinical investigations involving different treatments, uses. and investigators. The cited figures. however. do provide the

prescribing physician with some basis for estimating the relative contribution of dmg and nondrug factors to the side

effect incidence in the population studied.

Table 9 enumerates the incidence. rounded to the nearest percent, of adverse reactions that occurred during acute therapy

0F schizophrenia (up to 6 necks) and bipolar mania (up to 12 weeks) in 2% or more of patients treated with SEROQUEL

(doses ranging from 75 to 800 mg/day) where the incidence in patients treated with SEROQUEL was greater than the

incidence in placebo-treated patients.

Table 9: Adverse Reaction Incidence in 3- to 12-Week Placebo-Controlled Clinical Trials for the

Treatment of Schizophrenia and Bipolar Mania (Monotherapy)

 

 

 

  
 

 

 

 

 

  
Preferred Term SEROQUEL PLACEBO

(n=719) (n=404)
Headache 2 l % l 4%

Agitation 20% l 7%

Somnolence 18% 8%

Dizziness l l°/o 5%

Dry Mouth 9% 3%

Constipation 8% 3%

Pain 7% 5%

Tachycardia 6% 4%

Asthenia 5% 3%

ALT Increased 5% 1%

Gastroenteritis 2% 0%

Amblyopia 2% l %
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In the acute adjunct therapy ofbipolar mania (up to 3 weeks) studies. the most commonly observed adverse reactions

associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice

that of placebo were somnolcnec (34%) drv mouth (19%), asthcma (10%), constipation (10%), abdominal pain (7%).

postural hwotcnsion ( °'o) pharmgitis (6°o.) and weight gain (6%.)

Table IO enumerates the incidence. rounded to the nearest percent. of'adverse reactions that occurred dunng therapy (up

to 3 weeks) ofaeute mania in 2°1» or more of patients treated with SEROQUEL (doses ranging from [00 to 800 mg/day)

used as adjunct therap) to lithium and dimlprocx “here the incidenceIn patients treated n1th SEROQUEL “as greater

than the incidence in placebo-treated patients.

Table 10: Adverse Reaction Incidence in 3-Week Placebo—Controlled Clinical Trials for the Treatment

of Bipolar Mania (Adjunct Therapy) 

Preferred Term SEROQUEL PLACEBO
n=l 96 n=203

Pharyngitis  
 

 

 

Back Pain 5° 3%

_—
Rhinitis _
Peripheral Edema

Twitching

—

Amblvopia _
Speech Disorder 3% l°/o

Hypotension 3% l%

Hormone Level 3% 0%

Altered
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Urinary Tract 2% I%
In feetion

1n bipolar depression studies (up to 8 weeks), the most commonly observed treatment emergent adverse reactions

associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQU EL at least twice

that of placebo were somnolencc (5 7%), dry mouth (44%), dizziness ( 18%), constipation (10%), and lethargy (5%).

 
Table l l enumerates the incidence, rounded to the nearest percent. of adverse reactions that occurred during therapy (up

to 8 weeks) of bipolar depression in % or more of patients treated with SEROQUEL (doses of 300 and 600 mg/day)

where the incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.

Table 11: Adverse Reaction Incidence in 8-Week Placebo-Controlled Clinical Trials for the Treatment

of Bipolar Depression

(n—698) (n=347)

_
7°’mD\spepsia 

Vomiting 

Increased Appetite 5%

_
Nasal Congestion 50/ —
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—
_

—
Gastrocsophageal Reflux l%
Disease

—
Somnolenee combines adverse reaction lenns sommlencc and sedation

 
Explorations for interactions on the basis ofgender, age, and race did not reveal any clinically meaningful differences in

the adverse reaction occurrence on the basis of these demographic factors.

Dose Dependency of Adverse Reactions in Short-Term. Placebo-Controlled Trials

Dose-related Adverse Reactions: Spontaneously elicited adverse reaction data from a study of schizophrenia comparing

five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day) to placebo were explored for dose-

relatedness of adverse reactions. logistic regression analyses revealed a positive dose response (p<0.05) For the following

advc rsc reactions: dyspepsia, abdominal pain, and weight gain.

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

The following adverse reactions have also been reported with quetiapine: nightmares, hwcrsensitivity and elevations in

scmm creatinc phosphokinase (not associated with NMS), galactorrhea bradycardia (which may occur at or near initiation

of treatment and be associated with hwotcnsion and/ or s3ncopc) decreased platelets. somnambulism (and other related

events). elevations in gamma-GT levels hypothcnnia. and priapism.

Extrapyramidal Symptoms (BPS):

Dystonia
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('lass lg'fl'ecr: Symptoms ofdystonia prolonged abnonnal 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: (l) Simpson-Angus total score (mean change from baseline) which evaluates

Parkinsonism and altathisia (2) Barnes Akathisia Rating Scale (BARS) Global Assessment Score, (3) incidence of

spontaneous complaints of EPS (akathisia akmcsia, eogwhccl rigidity, cxtrapyramidal syndrome, lnpcrtonia.

hypokinesia neck rigidity. and tremor). and (4) use ofanticholinergic medications to treat emergent EPS.

Adults: Data from one 6-week clinical trial of schizophrenia comparing five fixed doses ofSEROQUEL (75. [50. 300.

600. 750 mg/day) provided evidence for the lack of treatment-emergent cxtrapyramidal symptoms (EPS) and dose-

relatedness for EPS associated with SEROQL‘EL treatment. Three methods were used to measure EPS: (1) Simpson-

Angus total score (mean change from baseline) which evaluates Parkinsonism and akathisia. (2) incidence of spontaneous

complaints of EPS (akathisia. akinesia. cogwhecl rigidity. extrapyramidal syndrome. hypertonia hypokinesia. neck

rigidity. and tremor), and (3) use of anticholinergic medications to treat emergent EPS.

In Table 12. dystonie event included nuehal rigidity. hypertonia. dystonia. muscle rigidity. oculogyration: parkinsonism

included cogwheel rigidity, tremor. drooling, hypokinesia; akathisia included akathisia, psychomotor agitation; dyskinctic

event included tardive dyskinesia. dyskinesia, choreoatlietosis; and other cxtrapyramidal event included restlessness.

cxtrapyramidal disorder, movement disorder.

Table 12: Adverse Reactions Associated with EPS in a Short-Term, Placebo-Controlled Multiple Fixed-

Dose Phase III Schizophrenia Trial (6 weeks duration)

Preferred SEROQUEL SEROQUEL SEROQUEL SEROQUEL SEROQUEL

Term 75 mg/day 150 mg/day 300 mg/day 600 mg/day 750 mg/day Placebo

(=N53) N(=481/o (N=52)0 (N=Sl) (N=54) (N=51)D ' 0

-n(_
4 78Parkinsonism . 0

Akathisia

 

 

Dyskinetic
event

Other

extrapyramidal
event

 

,

l

0

(l
   

Parkinsonism incidence rates as measured by the Simpson-Angus total score for placebo and the five fixed doses (75, 150,

300 600 750 mg/day) were: -06: -l 0 -l 2: -l6; -l8 and- l .8 The rate ofanticholincrgic medication use to treat

emergent EPS for placebo and the fiye fixed doses w:as 149’o: 1190; 10%;8%: 1 9t) and 11%.

In six additional placebo-controlled clinical trials (3 in acute mania and 3 in schizophrenia) using variable doses 0F

SEROQUEL. there were no differences between the SEROQUEL and placebo treatment groups in the incidence of EPS.

as assessed by Simpson-Angus total scores. spontaneous complaints of EPS and the use of concomitant anticholincrgie
medications to treat EPS.
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In two placebo-controlled clinical trials for the treatment of bipolar depression using 300 mg and 600 mg of SEROQU EL,

the incidence of adverse reactions potentially related to EPS was 12% in both dose groups and % in the placebo group.

In these studies. the incidence of the individual adverse reactions (akathisia, extrapyramidal disorder. tremor. dyskinesia.

dystonia. restlessness. muscle contractions involuntary, psychomotor hyperactivity and muscle rigidity) were generally

low and did not evceed 4% in any treatment group.

The 3 treatment groups were similar in mean change in SAS total score and BARS Global Assessment score at the end of

treatment. The use of concomitant anticholinergic medications was infrequent and similar across the three treatment
groups.

Children and Adolescents

The information below is derived from a clinical trial database for SEROQU EL consisting of over l000 pediatric patients.

This database includes 677 patients exposed to SEROQUEL for the treatment of schizophrenia and 393 children and

adolescents (10-17 years old) exposed to SEROQUEL 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 event leading to discontinuation in l% or more of patients on

SEROQUEL and at a greater incidence than placebo was somnolence (2.7% and 0% for placebo).

Bipolar l Mania: The incidence ofdiscontinuation due to adverse reactions for quetiapine-treated and placebo-treated

patients was I 1.4% and 4.4%. respectively. The adverse reactions leading to discontinuation in 2% or more ofpatients on

SEROQU EL and at a greater incidence than placebo were somnolence (4 % vs. 1.1915) and fatigue (2.1% vs. 0).

Commonly Observed Adverse Reactions in Short-Tenn. Placebo-Controlled Trials

In therapy for schizophrenia (up to 6 weeks). the most commonly observed adverse reactions associated with the use of

quetiapine in adolescents (incidence of 5% or greater and quetiapine incidence at least twice that for placebO) were

somnolence (34%), dizziness (12%), dry mouth (7%). tachycardia (7%).

In bipolar mania therapy (up to 3 weeks) the most commonly observed adverse reactions associated “ith the use of

quetiapine in children and adolescents (incidence of 5% or greater and quetiapine incidence at least twice that for

placebo) were somnolence (53%). dizziness “8%). fatigue ( 1 I945). increased appetite (9%). nausea (8%). vomiting (8%).

tachycardia (7%). dry mouth (7%). and weight increased (6%).

In an acute (8-week) SEROQUEL XR trial in children and adolescents (10-1 7 years of age) with bipolar depression. in

which effiwcy was not established. the most commonly observed adverse reactions associated with the use of

SEROQUEL XR (incidence of 5% or greater and at least twice that for placebo) were dizziness 7%. diarrhea 5%, fatigue
5% and nausea 5%.

Adverse Reactions Occurring at an Incidence ol'z 20/0 among SEROQU EL Treated Patients in Short-Term,
Placebo-Controlled Trials

Schizophrenia (Adolescents, I3-l 7 years old)

The following findings were based on a 6—week placebo-controlled trial in which quetiapine was administered in either

doses of400 or 800 tug/day.

Table I3 enumerates the incidence. rounded to the nearest percent. oftreatmcnt-emcrgent adverse reactions that occurred

during therapy (up to 6 weeks) of schizophrenia in 2% or more of patients treated with SEROQUEL (doses of 400 or 800
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mg/day) where the incidence in patients treated with SEROQUEL was at least twice the incidence in placebo-treated

patients.

Adverse events that were potentially dose-related with higher frequency in the 800 mg group compared to the 400 mg

group included dizziness (8% vs. 15%), dry mouth (4% vs. 10%). and tachycardia (6% vs. 11%).

Table 13: Adverse Reaction Incidence in a 6-Week Placebo-Controlled Clinical Trial forthe Treatment

of Schizophrenia in Adolescent Patients

Preferred Term SEROQUEL SEROQUEL

Somnolcnce’

Diairiess

Dry Mouth

 

Tachycardia] 

irritability

Arthralgia

Asthcnia

Back Pain

 

Dyspnca

Dyskinesia 

Epistatis

Muscle Rigidity
l. Somnolenee combines adverse reaction terms somnolencc and sedation.

2. Tachycardia combines adverse reaction terms tachycardia and sinus tachycardia.

   
Bipolar l Mania (Children and Adolescents 10 to 17 years old)

The following findings were based on a 3-week placebo-controlled trial in which quetiapine was administered in either

doses of400 or 600 myday

Commonly Observed Adverse Reactions

In bipolar mania therapy (up to 3 weeks) the most commonly observed adverse reactions associated with the use of

qttetiapine in children and adolescents (incidence of5% or greater and quetiapine incidence at least I“ ice that for

placebo) were somnolence (53%), dizziness ( l 8%). fatigue ( l l%). increased appetite (9%). nausea (8%). vomiting (8%),

tachycardia (7%). dry mouth (7%). and weight increased (6%).

Table I4 enumerates the incidence. rounded to the nearest percent. of treatment-emergent adverse reactions that occuned

dining therapy (up to 3 weeks) of bipolar mania in 2% or more of patients treated with SEROQUEL (doses of400 or 600

mg/day) where the incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated

patients.
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Adverse events that were potentially dose-related with higher frequency in the 600 mg group compared to the 400 mg

group included somnolenoe (50% vs. 57%). nausea ( % vs. 10%) and tachycardia (6% vs. 9%).

Table 14: Adverse Reactions in a 3-Week Placebo-Controlled Clinical Trial for the Treatment of Bipolar
Mania in Children and Adolescent Patients

Preferred Term SEROQUEL SEROQUEL

Tachycardia] 

Dry Mouth

 

 

 

 

 
Thirst 2% 0% 0%

l. Somnolence combines adverse reactions terms somnolence and sedation.

2. Tachycardia combines adverse reaction terms tachycardia and sinus tachycardia.

 
 

livtrapyramidal Symptoms:

In a short-tenn placebo-controlled monotherapy trial in adolescent patients “ith schizophrenia (6-week duration). the

aggregated incidence of cxtrapwamidal symptoms was 12.9% (19/ [47) for SEROQUEL and 5.3% (4/75) for placebo,

though the incidence of the individual adverse events (akathisia. tremor. extrapyramidal disorder. hwokincsia.
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restlessness. p5}chomotor hmeractivit) muscle rigiditx d}skinesia) did not exceed 4. 1% in any treatment group in a

short——tcnn placebo—controlled monotherapy trialIn children and adolescent patients \xith bipolar mania (3-week duration).

the aggregated incidence ofcxtrapyramidal symptoms was 3.6% (7/193) or SEROQUEL and 1.1% ( 1/90) for placebo.

Table [5 presents a listing of patients with adverse reactIons potentially assomated with extiapwamidal snnptoms In the

short-tcnn placebo-controlled monotherapy tn‘al in adolescent patients with schizophrenia (6-week duration).

In Tables l5 — 16 dystonic event included nuchal rigidity. hypertonia, and muscle rigidity; parkinsonism included

eogwhcel rigidity and tremor: akathisia included akathISIa only: dyskinetic event included tardive dyskinesia. dyskinesia.

and ehoreoathetosis; and other cxtrapyramidal event included restlessness and emrapyramidal disorder.

Table 15: Adverse Reactions Associated with Extrapyramidal Symptoms in the Placebo-controlled

Trial in Adolescent Patients with Schizophrenia (6-week duration)

SEROQUEL SEROQUEL All

Preferred Term 400 mg/day 800 lug/day SEROQUEL Placebo

(N=73))0/0 (N=74) n(N=l47) (N:75)
M--:--
-

l—__

2

0

-:

0Other 2 2.—_7 27
Extrapyramidal
event

Table I6 presents a listing of patients with adverse reactions associated with extrapyramidal symptoms in a shon-tcrm

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

   
Table 16: Adverse Reactions Associated with Extrapyramidal Symptoms in a Phoebe-Controlled Trial

in Children and Adolescent Patients with Bipolar! Mania (3-week duration)

SEROQUEL SEROQUEL All

400 mglday 600 mg/day SEROQUEL
Preferred Term’ (N=95) (N=98) (N=193)
  
 

Akathisia
l l 0 l l 0 2 l 0 (l 00

Other

Extrapyramidal l [.1 l 1.0 2 1.0 0 0.0
  

event

I. Then: were no adverse c‘qicricnca wilh the preferred lcrm of Ilyslonie or tlyskinctic events.

Other Adverse Reactions Observed During the PrwAJur/celing Evalualiun q/‘S'EROQUICI.

Following Is a list of COSTA RT terms that reflect treatment-emergent adverse reactions as defined In the introduction to

the ADVERSE REAC'HONS section reported by patients treated with SEROQUEL at multiple doses 3 75 mg/day during

any phase of a trial within the premarketing database of approximately 2200 patients treated for schizophrenia. All
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reported reactions are included except those already listed in the tables or elsewhere in labeling. those reactions for which

a drug cause “as remote. and those reaction terms which were so general as to be uninfonnative. It is important to

emphasize that. although the reactions reported occurred during treatment with SEROQUEL. they were not necessarily
caused by it.

Reactions are further categorized by body system and listed in order of decreasing frequency according to the following

definitions: frequent adverse reactions are those occurring in at least 1/100 patients (only those not already listed in the

tabulated results from placebo-controlled trials appear in this listing); infrequent adverse reactions are those occurring in

l/ | 00 to l/ l 000 patients; rare reactions are those oceum'ng in fewer than l/l000 patients.

Nervous system: Infrequent: abnormal dreams. dyskinesia. thinking abnormal. tardivc dyskinesia vertigo. involuntary

movements. confusion. amnesia. psychosis. hallucinations. hyperkinesia. libido inereascdz. urinary retention.

incoordination. paranoid reaction. abnomtal gait. myoclontis. delusions. manic reaction, apathy, ataxia. depcrsonalization.

stupor, bruxism. catatonic reaction, hemiplcgia: Rare: aphasia. buccoglossal syndrome, choreoathetosis. delirium.

emotional lability. euphoria. libido decreasedi. neuralgia. stuttering. subdural hematoma.

Body as (l Whole: Frequent: flu syndrome; Infrequent: neck pain, pelvic pain2 suicide attempt, malaise. photosensitivity

reaction. chills. face edema. moniliasis; Rare: abdomen enlarged.

Digestive system: Frequent: anorexia; Infrequent: increased salivation. increased appetite. gamma glutamyl

transpeptidase increased. gingivitis. dysphagia. flatulence. gastroenteritis. gastritis, hemorrhoids, stomatitis. thirst. tooth

caries. fecal incontinence. gastroesophageal reflux, gum hemorrhage. mouth ulceration, rectal hemorrhage, tongue edema:

Rare: glossitis. hematemesis. intestinal obstruction. melena. panereatitis.

Cardiovascular .S'li'stem. Infrequent: vasodilatation, QT interval prolonged. migraine, bradycardia. cerebral ischemia.

irregular pulse. T wave abnomiality. bundle branch block, ccrcbrovascular accident. deep thrombophlcbitis, T wave

inversion; Rare: angina pectons. atrial fibrillation. AV block first degree. congestive heart failure, S’T elevated,

tlirombophlebitis. T wave flattening. ST abnormality. increased QRS duration.

Respiratory hystem: Frequent: cough increased. dyspnea; Infrequent: pneumonia, cpistaxis. asthma; Rare: hiccup,

hyperventilation.

[Metabolic and Nulritiunu/ .Slt'slem.‘ Infrequent: weight loss, alkaline phosphatase increased. hyperlipidemia. alcohol

intolerance. dehydration. h_\ perglyccniia. crcatinine increased. hypoglycemia; Rure: glycosuria. gout. hand edema.

hypokalemia. water intoxication.

Skin and Appendugex Ajay/em: Infrequent: pmritus. acne. eczema, contact dermatitis. maculopapula‘ rash. seborrhea, skin

ulcer; Rare: cxfoliatiye dermatitis. psoriasis, skin discoloration.

Urogenital Sis/em: Infrequent: dysmenorrhcal. vaginitisz. urinary incontinence. metrorrhagiaz. irnpotencez. dysuria.

vaginal moniliasisz. abnormal ejaculationl. cystitis. urinary frequency. amcnorrheaz. female lactation“. leukorrhca“.. 7 . . . ‘1 . . 1 . 't . . . .

vaginal hemorrhage: vulvovaginitis’. orchitis'; Rare: gynecomastia'. noeturta. polyuna. acute kidney failure.

Special Senses: Infrequent: conJunctiyitis. abnormal vision. dry eyes. tinnitus. taste perversion, blcpharitis. eye pain;

Rare: abnonnality of accommodation. deafness. glaucoma.

Musculos/releml .Slurtem: Infrequent: pathological fracture. myasthenia. twitching, arthralgia. arthritis. leg cramps. bone

pain.

: Adj ustcd for gender.
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Hemic and Lymphatic System: Infrequent: lcukocytosis, anemia ccchymosis. eosinophilia. hypochromic anemia:

lymphadenopathy. cyanosis; Rare: hemolysis, thrombocytopenia.

Endocrine System: Infrequent: hypothyroidism. diabetes mellitus: Rare: hyperthyroidism.

Laboratory, ECG and vital sign changes observed in clinical studies

Laboratory Changes:

Neutrophil Counts

Adults: ln placebo-controlled monotherapy clinical trials involving 3368 patients on quetiapine Fumarate and 1515 on

placebo, the incidence of at least one occurrence of neutrophil count <1 .0 x 10% among patients with a normal baseline

neutrophil count and at least one available follow up laboratory measurement was 0.3% ( 10/2967) in patients treated with

quctiapine fumarate, compared to 0.1% (2/1349) in patients treated with placebo [see Warnings and Precautions (5.10”.

Transaminasc Elevations

Adults: Asymptomatic, transient and reversible elevations in semm transaminases (primarily ALT) have been reported. In

schizophrenia trials in adults, the proportions of patients with transaminase elevations of > 3 times the upper limits of the

nomial reference range in a pool of 3- to 6-wcek placebo-controlled trials were approximately 6% (29/483) For

SEROQUEL compared to 1% (3/ l 94) for placebo. In acute bipolar mania trials in adults, the proportions ofpatients with

transaminase elevations of> 3 times the upper limits of the normal reference range in a pool of 3- to 12-week placebo-

controlled trials were approximately 1% for both SEROQUEL (3/560) and placebo (3/294). These hepatic enzyme

elevations usually occurred within the first 3 weeks of dnig treatment and promptly returned to pre-study levels with

ongoing treatment wrth SEROQU EL. 1n bipolar depression trials, the proportions of patients with transaminase elevations

of> 3 times the upper limits ofthe normal reference range in two 8-week placebo-controlled trials was 1% (5/698) for

SEROQUEL and 2% (6/347) for placebo.

Decreased Hemoglobin

Adults: In short-tenn placebo-controlled trials, decreases in hemoglobin to S 13 g/dL males, S 12 g/dL females on at least

one occasion occurred in 8.3% (594N155) ofquetiapine-treated patients compared to 6.2% (219/3536) of patients treated

with placebo. In a database of controlled and uncontrolled clinical trials, decreases in hemoglobin to S 13 g/dL males,

5 12 g/dL females on at least one occasion occurred in 1 1% (2277/20729) ofquctiapinc—trcated patients.

Interference with Urine Drug Screens

There have been literature reports suggesting false positive results in urine enzyme immunoassays for methadone and

tricyclic antidepressants in patients who have taken quetiapine. Caution should be exercised in the interpretation of

positive urine drug screen results for these drugs, and continuation by alternative analytical technique (cg,

chromatographic methods) should be considered.

ECG Changes

Adults: Between-group comparisons for pooled placebo-controlled trials revealed no statistically significant

SEROQUEL/placebo differences in the proportions of patients experiencing potentially important changes in ECG

parameters. including QT. QTc. and PR intervals. However. the proportions ofpatients meeting the criteria for

tachycardia were compared in four 3- to (5-week placebo-controlled clinical trials for the treatment of schizophrenia

revealing a 1% (4/399) incidence for SEROQUEL compared to 0.6% (1/156) incidence for placebo. In acute

(monotherapy) bipolar mania trials the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) For

SEROQUEL compared to 0% (0/178) incidence for placebo. In acute bipolar mania (adjunct) trials the proportions of

patients meeting the same criteria was 06% (1/166) for SEROQUEL compared to 0% (0/171) incidence for placebo. In

bipolar depression trials. no patients had heart rate increases to > 120 beats per minute. SEROQUEL use was associated

with a mean increase in heart rate, assessed by ECG. of 7 beats per minute compared to a mean increase of 1 beat per
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minute among placebo patients. This slight tendency to tachycardia in adults may be related to SEROQUEL's potential for

inducing orthostatic changes [see Warnings and Precautions (5. 71L
 

Children and Adolescents: In the acute (6 week) schizophrenia trial in adolescents. increases in heart rate (> I 10 bpm)

occurred in 5.2% (3/73) of patients receiving SEROQUEL 400 mg and 8.5% (5/74) of patients receiving SEROQUEL 800

mg compared to % (0/75) of patients receiving placebo. Mean increases in heart rate were 3.8 bpm and l 1.2 bpm for

SEROQUEL 400 mg and 800 mg groups, respectively, compared to a decrease of 3.3 bpm in the placebo group [see

Warnings and Precautions 15. 72 |.

In the acute (3 week) bipolar mania trial in children and adolescents, increases in heart rate (> 110 bpm) occurred in 1.1%

(1/89) of patients receiving SEROQUEL 400 mg and 4.7% (4/85) of patients receiving SEROQUEL 600 mg compared to

0% (0/98) of patients receiving placebo. Mean increases in heart rate were 12.8 bpm and 13.4 bpm for SEROQUEL 400

mg and 600 mg groups. respectively. compared to a decrease of 1.7 bpm in the placebo group [see Warnings (In—d

Precautions [5. 7)].

In an acute (8-week) SEROQUEL XR trial in children and adolescents ( 10-17 years of age) with bipolar depression. in

which efficacy was not established, increases in heart rate (> I 10 bpm 10-12 years and 13-17 years) occurred in 0% of

patients receiving SEROQUEL XR and 1.2% of patients receiving placebo. Mean increases in heart rate were 3.4 bpm for

SEROQUEL XR. compared to 0.3 bpm in the placebo group [see Warnings and Precautions (5. 7“.

6.2 Postmarketing Experience

The following adverse reactions were identified during post approval of SEROQUEL. Because these reactions are

reported voluntarily from a population of uncertain size. it is not always possible to reliably estimate their frequency or

establish a causal relationship to drug exposure.

Adverse reactions reported Since market introduction which were temporally related to quctiapine therapy include

anaphylactic reaction. cardiomyopathy. drug reaction with eosinophilia and systemic symptoms (DRESS). hyponatremia.

myocarditis, nocturnal enuresis, pancreatitis, retrograde amnesia, rhabdomyolysis, syndrome of inappropriate antidiuretic

hormone secretion (SIADH). Stevens-1011115011 syndrome (SlS). and toxic epidemial necrolysis (TEN).

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on Quetiapine

The risks of using SEROQUEL in combination with other drugs have not been extensively evaluated in systematic

studies. Given the primary CNS effects of SEROQUEL, caution should be used when it is taken in combination with other

centrally acting drugs. SEROQU EL potentiated the cognitive and motor cfiects ofalcohol in a clinical trial in subjects

with selected psychotic disorders. and alcoholic beverages should be limited while taking quetiapine.

Quetiapinc exposure is increased by the prototype CYP3A4 inhibitors (cg, kctoconazole, itraconazolc, indinavir,

ritonavir. nefazodone. etc.) and decreased by the prototype CYP3A4 inducers (e.g.. phenytoin. carbamazepine. rifampin.

avasimibe, St. John‘s wort etc). Dose adjustment ofquetiapine will be necessary if it is co-administered with potent
CYP3A4 inducers or inhibitors,

CYP3A4 inhibitors:

Coadminislration of ketoeonazole. a potent inhibitor of cytochrome CYP3A4, resulted in significant increase in quetiapine

exposure The dose ofSEROQUEL should be reduced to one sixth of the original dose Woo-administered with a strong

CYP3A4 inhibitor [see Dosage and Administration (2.52 and Clinical Pharmacology (12.32].

CYP3A4 inducers:
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Coadminrstration of quctiapine and phenytoin, a CYP3A4 inducer increased the mean oral clearance of quetiapinc by 5-

fold. Increased doses of SEROQUEL up to 5 fold may be required to maintain control of synptoms of schizophrenia in

patients receiving quetiapine and phenfioin. or other known potent CYP3A4 inducers [see Dosage andAdministration

Mam] Clinical Pharmacologv (12.3“. When the CYP3A4 inducer is discontinued the dose of SEROQUEL should be

reduced to the original level within 7-l4 days [see Dosage andAdministration (2.62].

 
The potential effects of several concomitant medications on quetiapine pharmacokinetics were studied [see ('lirricul

l’harmacologv (I 2.31 .

7.2 Effect of Quetiapine on Other Drugs

Because of its potential For inducing hypotcnsion, SEROQUEL may enhance the effects of certain antihypertensive

agents.

SEROQUEL may antagonize the effects of levodopa and dopamine agonists.

There are no clinically relevant pharmaeokinetic interactions of Seroquel on other drugs based on the CYP pathway.

Seroquel and its metabolites are non-inhibitors of major metabolizing CYP‘s (1A2. 2C9, 2Cl9. 2D6 and 3A4).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C:

Risk Summary

There are no adequate and well-controlled studies of SEROQUEL use in pregnant women. In limited published literature.

there were no major malformations associated with quetiapine exposure during pregnancy. In animal studies, embryo-fetal

toxicity occurred. Quctiapine should be used during pregnancy only if the potential benefit justifies the potential risk to
the fetus.

Human Data

There are limited published data on the use ofquetiapinc for treatment ofschizophrenia and other psychiatric disorders

during pregnancy. In a prospective observational study. 2| women exposed to quetiapine and other psychoactive

medications during pregnancy delivered infants with no major malformations. Among 42 other infants bom to pregnant

women “ho used quetiapinc during> pregnancy, there new no major malformations reported (one study of 36 women, 6

case reports). Due to the limited number of exposed pregnancies. these postmarkcting data do not reliably estimate the

frequency or absence of adverse outcomes. Neonates exposed to antipsychotic drugs (including SEROQUEL). during the

third trimester ofpregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery. There have

been reports ofagitation, hypertonia. hypotonia, tremor, somnolence, respiratory distress and Feeding disorder in these

neonates. These complications have varied in severity: while in some cases symptoms have been self-limited, in other

cases neonates have required intensive care unit support and prolonged hospitalization.

Animal Data

When pregnant rats and rabbits were exposed to quctiapinc during organogcncsis. there was no teratogenic effect at doses

up to 2.4 times the maximum recommended human dose (MRHD) for schizophrenia of 800 mg/day based on mg/mz body

surface area. However, there was evidence of embryo-fetal toxicity, which included delays in skeletal ossification

occurring at approximately I and 2 times the MRHD of 800 rug/day in both rats and rabbits, and an increased incidence of

carpal/tarsal flexure (minor sofi tissue anomaly) in rabbit fetuses at approximately 2 times the MRHD. ln addition. fetal

weights were decreased in both species. Matemal toxicity (observed as decreased body weights and/or death) occurred at

2 times the MRI-ID in rats and approximately 1-2 times the MRI-ID (all doses tested) in rabbits.
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In a pen/postnatal reproductive study in rats, no dmg-related effects were observed when pregnant dams were treated with

quetiapine at doses 0.01. 0.12. and 0.24 times the MRHD of 800 mg/day based on mg/ml body surface area. However. in

a preliminary peri/posmatal study, there were increases in fetal and pup death, and decreases in mean litter weight at 3
times the MRHD.

8.2 Labor and Delivery

The effect of SEROQUEL on labor and delivery in humans is unknown.

8.3 Nursing Mothers

SEROQUEL was excreted into human milk. Because of the potential for serious adverse reactions in nursing infants from

SEROQUEL, a decision should be made whether to discontinue nursing or to discontinue the drug. taking into account the

importance of the drug to the mother‘s health.

In published case reports, the level of quetiapine in breast milk ranged from undetectable to 170 tag/L. The estimated

infant dose ranged from 0.09% to 0.43% of the weight-adjusted maternal dose. Based on a limited number (N=8) of

mother/infant pairs, calculated infant daily doses range from less than 0.01 mg/kg (at a matemal daily dose up to 100 mg

quetiapine) to 0.1 trig/kg (at a maternal daily dose of 400 mg).

8.4 Pediatric Use

In general. the adverse reactions observed in children and adolescents during the clinical trials were similar to those in the

adult population with few exceptions. Increases in systolic and diastolic blood pressure occurred in children and

adolescents and did not occur in adults. Orthostatic hypotension occurred more frequently in adults (44%) compared to

children and adolescents (< 1%) [see Warnings and Precautions (5. 7i and Adverse Reactions (6.11].

Schizophrenia

The efficacy and safety of SEROQUEL in the treatment of schizophrenia in adolescents aged 13 to 17 years were

demonstrated in one 6-week, double-blind, placebo-controlled trial [see Indications and Usage (1.12. Dosage and

Administration [22). Adverse Reactions (6.12. and ('lim'cal Studies (14.1“.

Safety and effectiveness of SEROQUEL in pediatric patients less than 13 years ofage with schizophrenia have not been
established.

Maintenance

The safety and effectiveness of SEROQUEL in the maintenance treatment ofbipolar disorder has not been established in

pediatric patients less than 18 years of age. The safety and effectiveness of SEROQUEL in the maintenance treatment of

schizophrenia has not been established in any patient population, including pediatric patients.

Bipolar Mania

The efficacy and safety of SEROQUEL in the treatment of mania in children and adolescents ages 10- 17 years with

Bipolar l disorder was demonstrated in a 3—week, double-blind, placebo controlled, multiccnter trial [see Indications and

lsggg (L21. Dosage andAdministra/ion (2..j). Adverse Reactions (6.1), and Clinical Studies Q3211.

Safety and effectiveness of SEROQUEL in pediatric patients less than 10 years ofage with bipolar mania have not been
established.

 

Bipolar Depression

Safety and effectiveness of SEROQUEL in pediatric patients less than 18 years ofage with bipolar depression have not

been established. A clinical trial with SEROQU EL XR was conducted in children and adolescents (IO- 17 years ofage)

with bipolar depression. efficacy was not established.
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Some differences in the phannacokinetics of quctiapine were noted between children/adolescents (10- 17 years of age)

and adults. When adjusted for weight. the AUC and Cmax of quetiapine were 41% and 39% lower. respectively. in children

and adolescents compared to adults. The pharmacokinetics of the active metabolite, norquetiapine, were similar between

children/adolescents and adults after adjusting for weight [see (‘linical Pharmacologv [12.31].

8.5 Geriatric Use

Of the approximately 3700 patients in clinical studies with SEROQUEL, 7% (232) were 65 years of age or over. In

general. there was no indication ofany different tolerability of SEROQUEL in the elderly compared to younger adults.

Nevertheless. the presence of factors that might decrease pharmaeokinetic clearance. increase the pharmaeodjmamie

response to SEROQUEL, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,

slower titration, and careful monitoring during the initial dosing period in the elderly The mean plasma clearance of

SEROQU EL was reduced by 30% to 50% in elderly patients when compared to younger patients [see Clinical

Pharmacology ( 12 .3) and Dosage and Administration (2.31].

8.6 Renal Impairment

Clinical experience with SEROQUEL in patients with renal impairment is limited [sec Clinical Pharmacolog' (12.32].

8.7 Hepatic Impairment

Since quetiapine is extensively metabolized by the liver. higher plasma levels are expected in patients with hepatic

impairment. [n this population, a low starting dose of 25 mg/day is recommended and the dose may be increased in

increments of 25 mg/day - 50 mg/day [see Domge andAdminislrallon (2.42 and Clinical Pharmacologv (12.3“.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

SEROQUEL is not a controlled substance.

9.2 Abuse

SEROQUEL has not been systematically studied, in animals or humans, for its potential for abuse, tolerance or physical

dependence While the clinical trials did not reveal any tendency for any drug-seeking behavior. these observations were

not systematic and it is not possible to predict on the basis of this limited experience the extent to which a CNS-active

drug will be misused. diverted. and/or abused once marketed. Consequently. patients should be evaluated carefully for a

history of drug abuse, and such patients should be observed closely for signs of misuse or abuse of SEROQUEL. cg,

development of tolerance, increases in dose, drug-seeking behavior.

10 OVERDOSAGE

10.1 Human Experience

In clinical trials, survival has been reported in acute overdoses of up to 30 grams of quetiapine. Most patients who

overdosed experienced no adverse reactions or recovered fully from the reported reactions. Death has been reported in a

clinical trial following an overdose of 13.6 grams ofquetiapine alone. In general, reported signs and symptoms were

those resulting from an exaggeration of the drug’s known pharmacological effects. i.e.. drowsiness and sedation.

tachycardia and hypotension. Patients with pre-existing severe cardiovascular disease may be at an increased risk of the

effects of overdose [see Warnings and Precautions (5.122]. One case. involving an estimated overdose of 9600 mg. was

associated with hypokalemia and first-degree heart block. In post-marketing experience, there were cases reported of QT
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prolongation with overdose. There were also very rare reports of overdose of SEROQUEL alone resulting in death or
coma.

l0.2 Management of Overdosage

In case of acute overdosagc. establish and maintain an airway and ensure adequate oxygenation and ventilation. Gastric

lavage (afler intubation. if patient is unconscious) and administration of activated charcoal together with a laxative should

be considered. The possibility of obtundation. seizure or dystonie reaction of the head and neck following overdose may

create a risk of aspiration with induced emesis. Cardiovascular monitoring should commence immediately and should

include continuous clectrocardiographic monitoring to detect possible arrhythmias. lf antiarrhythmie therapy is

administered. drsopyramide. procainamidc and qurnidine carry a theoretical hazard ofadditive QT-prolonging effects

when administered in patients with acute overdosage of SEROQUEL. Similarly it is reasonable to expect that the alpha-

adrenergic-blocking properties of bretylium might be additive to those ofquetiapine. resulting in problematic

lrypotcnsion.

There is no specific antidote to SEROQUEL. Therefore, appropriate supportive measures should be instituted The

possibility of multiple drug involvement should be considered. Hypotension and circulatory collapse should be treated

\yith appropriate measures such as intravenous fluids and/or syrnpathontimetic agents (epinephrine and dopamine should

not be used, sitrec beta stimulation may “orscn lrypotcnsion in the setting of quctiapinc-induced alpha blockade). In cases

of severe extrapyramidal symptoms. anticholinergic medication should be administered. Close medical supervision and

monitoring should continue until the patient recovers.

11 DESCRIPTION

SEROQUEL” (quctiapine fiimarate) is a psychotropic agent belonging to a chemical class. the dibenzothiazepine

derivatives. The chemical designation is 2-|244-dibenzo [b.f] [1.4ltlnazepin-l l-_vl-l-pipcrazinyl)ctlroxy-]-cthanol

fumarate (2:1) (salt). It is present in tablets as the fumarate salt. All doses and tablet strengths are expressed as milligrams

of base. not as fumarate salt. Its molecular formula is ngH50N(.O..Sg~CJLO4 and it has a molecular weight of 883.! l

(fumarate salt). The structural formula is:
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Quetiapinc fumarate is a white to off-white crystalline powder which is moderately soluble in water.

SEROQUEL is supplied for oral administration as 25 mg (round, peach), 50 mg (round, white), IOO mg (round, yellow),

200 mg (round, white), 300 mg (capsule-shaped, white), and 400 mg (capsule-shaped, yellow) tablets.

Inactive ingredients are povidone, dibasic dicalcium phosphate diliydrate, microcrystalline cellulose, sodium starch

glycolate, lactose monohydratc. magnesium stearate, hypromellose, polyethylene glycol and titanium dioxide

The 25 mg tablets contain red ferric oxide and yellow ferric oxide and the 100 mg and 400 mg tablets contain only yellow
ferric oxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism ofaction of SEROQUEL is unknown. However. it has been proposed that the efficacy of SEROQUEL in

schizophrenia and its mood stabilizing properties in bipolar depression and mania are mediated through a combination of

dopamine type 2 (D2) and serotonin type 2 (SHTg) antagonism. Antagonism at receptors other than dopamine and SHTZ

with similar receptor affinities may explain some of the other effects of SEROQUEL.

SEROQUEL’s antagonism of histamine H] receptors may explain the somnolcncc observed with this dnrg.

SEROQUEL'S antagonism of adrenergic a, receptors may explain the orthostatic hypotension observed with this drug.

12.2 Pharmacodynamics

SEROQUEL is an antagonist at multiple neurotransmitter receptors in the brain: serotonin SHTM and SHT; (Ier,5=7l7 &

l48nM, respectively), dopamine D1 and D; (lC50,=l268 & 329nM, respectively), histamine H1 (IC50=3(lnM), and

adrencrgic a. and (13 receptors (ng0594 & 27 lnM, respectively). SEROQUEL has no appreciable affinity at cholinergic

muscarinic and benzodiazepine receptors ( [C «095000 nM).

Effect on QT Interval

In clinical trials quctiapine 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 Overt/usage (10. In, in patients with concomitant illness, and in

patients taking medicines known to cause electrolyte imbalance or increase QT interval

12.3 Pharmacokinetics

Adults

Quetiapine fumarate activity is primarily due to the parent drug. The multiple-dose pharmacokinetiw of quetiapine are

dose-proportional within the proposed clinical dose range. and quetiapine accumulation is predictable upon multiple

dosing. Elimination of quetiapine is mainly via hepatic metabolism with a mean terminal half-life of about 6 hours within

the proposed clinical dose range. Steady-state concentrations are expected to be achieved within two days ofdosing.

Quetiapine is unlikely to interfere with the metabolism ofdrugs metabolized by cytochrome P450 enzymes.

Children and Adolescents

At steady state the phannacokinetics of the parent compound, in children and adolescents (10-1 7 years of age). were

similar to adults. However, when adjusted for dose and weight. AUC and Cmnx of the parent compound were 41% and

39% lower, respectively, in children and adolescents than in adults. For the active metabolite, norquetiapine. AUC and

Cmax were 45% and 31% higher, respectively, in children and adolescents than in adults. When adjusted for dose and
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weight. the pharmacokinctics of the metabolite, norquetiapine, was similar between children and adolescents and adults

[see Use in Specific Populations (8. 42].
 

Absorption

Quetiapine fumarate is rapidly absorbed after oral administration. reaching peak plasma concentrations in LS hours. The

tablet formulation is 100% bioavailable relative to solution. The bioavailability of quetiapine is marginally affected by

administration with food, with Cmu and AUC values increased by 25% and 15%, respectively.

Distribution

Quetiapine is widely distributed throughout the body with an apparent volume of distribution of 10:t4 L/kg. [t is 83%

bound to plasma proteins at therapeutic concentrations. In vitro, quetiapine did not affect the binding of warfarin or

diazepam to human serum albumin. In turn, neither warfarin nor diacham altered the binding of quctiapine.

Metabolism and Elimination

Following a single oral dose of ”C-quetiapine. less than 1% of' the administered dose was excreted as unchanged drug,

indicating that quetiapine is highly metabolized. Approximately 73 % and 20% of the dose was recovered in the urine and

feces, respectively.

Quctiapinc is extensively metabolized by the liver. The major metabolic pathways are sulfoxidation to the sulfoxide

metabolite and oxidation to the parent acid metabolite: both metabolites are phannacologically inactive. In wtro studies

using human liver microsomes revealed that the cytochrome P450 3A4 isoenzyme is involved in the metabolism of

quetiapine to its major, but inactive, sulfoxide metabolite and in the metabolism of its active metabolite N-desalkyl

quctrapme.

Age

Oral clearance of quctiapine was reduced by 40% in cldcriy patients (2 65 years, n=9) compared to young patients (n=12).

and dosing adjustment may be necessary [see Dosage and Administration (2. 32].

( :‘ender

There is no gender efi‘cct on the pharmacokinetics of quetiapine.

Race

There is no race effect on the pharmacokinetics of quctiapinc.

Smoking

Smoking has no effect on the oral clearance of quetiapine,

Renal Insufficiency

Patients with severe renal impairment (Clcr=lO-30 mL/min/l .73 n1:, n=8) had a 25% lower mean oral clearance than

normal subjects (Clcr > 80 mL/min/l .73 m2, n=8), but plasma quctiapine concentrations in the subjects with renal

insufficiency were within the range of concentrations seen in normal subjects receiving the same dose. Dosage adjustment

is therefore not needed in these patients [see Use in Specific Populations [8. 6“.

Hepatic Insufficiency

Hepatically impaired patients (n=8) had a 30% lower mean oral clearance of quetiapine than normal subjects. In two of

the 8 hepatically impaired patients, AUC and Cm were 3 times higher than those observed typically in healthy subjects.

Since quetiapine is extensively metabolized by the liver. higher plasma levels are expected in the hepatically impaired

population. and dosage adjustment may be needed [see Dosage and Administration (2. 42 and Use in S cc! to P0 uian‘ons

(a. 7n.

Drug-Drug Interaction Studies
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The m viva assessments ofcffeet of other drugs on the pharmacokinetics of quctiapinc are summarized in Table I7 [sec

Dosage andAdminisrration (2.5 and 2. 6) and Drug Interactions (7. (1|.
 

Table 17: The Effect of Other Drugs on the Pharmacokinetics of Quetiapine

Coadministered . Pose schedules Effect on quctiapine
d Coadmmistered"'8 Quetiapine pharmacokinetics

Phenytoin 100 mg 250 mg three 5 foldIncrease in oral

three times dain times dail} clearance

Divalprocx 500 mg |50 mg |7%Increase mean

twice daily twice daily "13“ plasma
concentration at steady
state

No effect on

absorption or mean
oral clearance

 

 

Thioridazine 200 mg 300 mg 65% increase in oral

twice daily twice daily clearance 

Cimetidine 400 mg three [50 mg three 20% decrease in mean
times daily for 4 times daily oral clearance

days

Kctoconazolc 200 mg - 84% decrease in oral

(potent CYP 3A4 once dailv for 4 - clearance resulting in a

inhibitor) days ' 6.2 fold increase in
' AUC of quetiapine

Fluoxetinc 60 mg 300 mg No change in steady

once daily twice daily state PK

“nipmmmc 75 mg 300 mg No change in steady

twice daily twice daily state PK

Haloperidol 7.5 mg twice 300 mg No change in steady

daily twice dajlv state PK

Risperidone 3 mg 300 mg No change in steady

twice daily twice daily state PK

In vilro enzyme inhibition data suggest that quetiapine and 9 of its metabolites would have little inhibitory effect on in

vivo metabolism mediated by cytochromcs CYP 1A2. 2C9, 2Cl9, 2D6 and 3A4. Quetiapine at doses of 750 mg/day did

not affect the single dose pharmacokineties ofantipyrine. lithium or lorazepam (Table 18) lseo Drug Interactions (Z. 22 |.

  
Table 18: The Effect of Quetiapine on the Pharmacokinetics of Other Drugs

Coadministercd Dose schedules Effect on other drugsCoadministered . .
drug Quetiapine pharmacokinetics

 

 Lora/epam 2 mg. 250 mg Oral clearance of
sin_ 6 dose three times lorayev III reduced b
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C...“ and AUC of free
valpmic acid at steady-
state was decreased by
10-12%

Lithium Up to 2400 rnyday 250 mg No effect on steady-state
given in twice daily three times phannacokinctics of

dogses dailv lithiumNo effect on clearance of

single dose ' antipyrinc or urinary
‘ recovery of its

metabolites

 
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was administered in the diet to mice

at doses of 20, 75, 250, and 750 mglkg and to rats by gavagc at doses of 25. 75, and 250 mg/kg for two years. These doses

are equivalent to 0.]. 0.5. 1.5. and 4.5 times the maximum human dose (MRHD) of 800 mg/day based on mg/m2 body

surface area (mice) or 0.3, l, and 3 times the MRHD based on mg/mZ body surface area (rats). There were statistically

significant increases in thyroid gland follicular adenomas in male mice at doses 15 and 4.5 times the MRHD on mg/m2

body surface area and in male rats at a dose of 3 times the MRHD on mg/m2 body surface area. Mammary gland

adenocarcinomas were statistically significantly increased in female rats at all doses tested (0.3. l. and 3 times the MRHD

on mg/m2 body surface area).

Thyroid follicular cell adenomas may have resulted from chronic stimulation of the thyroid gland by thyroid stimulating

hormone (TSH) resulting from enhanced metabolism and clearance of thyroxine by rodent liver. Changes in TSl-l,

thyroxine, and thyroxine clearance consistent with this mechanism were observed in subehronic toxicity studies in rat and

mouse and in a 1-year toxicity study in rat; however, the results of these studies were not definitive. The relevance of the

increases in thyroid follicular ccll adcnomas to human risk. through whatever mechanism, is unknovm.

Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents. Semm measurements in a 1-year

toxicity study showed that quetiapinc increased median serum prolactin levels a maximum of 32- and 13-fold in male and

female rats. respectively. Increases in mammary neoplasms have been found in rodents after chronic administration of

other antipsychotic drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of

prolactin-mediated mammary gland tumors in rats to human risk is unknown [see Warnings and Precautions (5.152].

Mmagenesis

The mutagenic potential of quetiapine “as tested in the in vitro Ames bacterial gene mutation assay and in the in vitro

mammalian gene mutation assay in Chinese Hamster Ovary cells. The elastogenic potential ofquetiapine was tested in the

in vitro chromosomal aberration assay in cultured human lymphocytes and in the in viva bone marrow micronuclcus assay

in rats up to 500 mg/kg which is 6 times the maximum recommended human dose on mg/m: body surface area. Based on

weight of evidence quetiapine was not mutagenic or clastogenic in these tests.

Impairment QfFerliliry

Quetiapine decreased mating and fertility in male Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or

approximately 1 and 3 times the maximum human dose (MRHD) of 800 mg/day on mg/mZ body surface area. Drug-

rclated effects included increases in interval to mate and in the number of matings required for successful impregnation.

These effects continued to be observed at 3 times the MRHD even afiera two-week period without treatment. The no-
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effect dose for impaired mating and fertility in male rats was 25 nig/kg, or 0.3 times the MRHD dose on mg/m2 body

surface area Quetiapinc adversely affected mating and fertility in female Spraguc-Dawley rats at an oral dose

approximately 1 times the MRHD of 800 mg/day on mg/m2 body surface area. Drug-related effects included decreases in

matings and in matings resulting in pregnancy. and an increase in the interval to mate. An increase in irregular estrus

cycles was observed at doses of [0 and 50 mg/kg. or approximately 0 l and 1 times the MRHD of 800 mg/day on mg/mz

body surface area. The no-et‘fcct dose in female rats was 1 mg/kg. or 0.01 times the MRHD of 800 mg/day on mg/mz body
surface area.

13.2 Animal Toxicology and/or Pharmacology

Quetiapinc caused a dose-related increase in pigment deposition in thyroid gland in rat toxicity studies which were 4

weeks in duration or longer and in a mouse Z-year carcinogenicity study. Doses were 10 to 250 mg/kg in rats and 75 to

750 mg/kg in mice: these doses are 0.1-3. and 0. l-4.5 times the maximum recommended human dose (MRHD) of 800

ing/day on mg/m: body surface area. respectively. Pigment deposition was shown to be irreversible in rats. The identity

ofthc pigment could not be determined. but was found to be co-localized with quetiapine in thyroid gland follicular

epithelial cells The functional effects and the relevance of this finding to human risk are unknown.

In dogs receiving quetiapine for 6 or 12 months. but not for 1 month, focal triangular cataracts occurred at the Junction of

posterior sutures in the outer cortex of the lens at a dose of 100 lug/kg, or 4 times the MRHD of 800 mg/day on mg/m2

body surface area. This finding may be due to inhibition of cholesterol biosynthcsis by quetiapme. Quetiapiiic caused a

dose-related reduction in plasma cholesterol levels in repeat—dose dog and monkey studies: however, there was no

correlation between plasma cholesterol and the presence of cataracts in individual dogs. The appearance ofdelta-8-

cliolestanol in plasma is consistent with inhibition of a late stage in cholesterol biosynthesis 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 quetiapine treated

female dogs. Drug-related cataracts have not been seen in any other species; however. in a l-ycar study in monkeys. a

striated appearance of the anterior lens surface was detected in 2/7 females at a dose of 225 mg/kg or 5.5 times the MRHD

of 800 mg/day on mg/ml body surface area.

14 CLINICAL STUDIES

14.] Schizophrenia

Short-term Trials-Adults

The efficacy ot‘SbROQUEL in the treatment of schizophrenia was established in 3 short-tcnn (6-week) controlled trials

of inpatients with schizophrenia who met DSM III-R criteria for schizophrenia. Although a single fixed dose haloperidol

arm was included as a comparative treatment in one of the three trials. this single haloperidol dose group was inadequate

to provide a reliable and valid comparison of SEROQUEL and haloperidol.

Several instruments were used for assessing psychiatric signs and symptoms in these studies, among them the Brief

Psychiatric Rating Scale (BPRS). a multi-item inventory of general psychopathology traditionally used to evaluate the

effects of drug treatment in schizophrenia. The BPRS psychosis cluster (conceptual disorganization. hallucinatory

behavior, suspiciousncss, and unusual thought content) is considered a particularly useful subset for assessing actively

psychotic schizophrenic patients. A second traditional assessment. the Clinical Global Impression (CGI). reflects the

impression of a skilled observer, fiilly familiar with the manifestations of schizophrenia about the overall clinical state of

the patient.

The results of the trials follow:

I In a 6-week. placebo-controlled trial (n=36l) (study I) involving 5 fixed doses of SEROQUEL {75 mg/day. ISO

mg/day. 300 mg/day, 600 mg/day and 750 mg/day given in divided doses three times per day). the 4 highest doses of
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SEROQUEL were generally superior to placebo on the BPRS total score. the BPRS psychosis cluster and the CGI

severity score. with the maximal efieet seen at 300 mg/day. and the effects of doses of 150 mg/day to 750 mg/day

were generally indistinguishable.

2. [n a 6-week. placebo-controlled trial (n=286) (study 2) involving titration of SEROQUEL in high (up to 750 mg/day

given in divided doses three times per day) and low (up to 250 mg/day given in divided doses three times per day)

doses. only the high dose SEROQU EL group (mean dose, 500 mg/day) was superior to placebo on the BPRS total

score. the BPRS psychosis cluster. and the C01 severity score.

In a 6-week dose and dose regimen comparison trial (n=618) (study 3) involn'ng two fixed doses of SEROQUEL (450

mg/day given in divided doses both twice daily and three times daily and 50 mg/day given in divided doses in ice

daily), only the 450 rug/day (225 mg given twice daily) dose group was superior to the 50 mg/day (25 mg given twice

daily) SEROQUEL dose group on the BPRS total score. the BPRS psychosis cluster, and the CG] severity score.

‘4)

The primary efficacy results of these three studies in the treatment of schizophrenia in adults is presented in Table I9.

Examination of population subsets (race. gender. and age) did not reveal any differential responsiveness on the basis of

race or gender. with an apparently greater effect in patients under the age of40 years compared to those older than 40.

The clinical significance of this finding is unknown

Adolescents (ages 13-17)

The efficacy of SEROQUEL in the treatment of schizophrenia in adolescents (13—17 years of age) was demonstrated in a

6-week. double-blind. placebo-controlled trial (study 4). Patients who met DSM-IV diagnostic criteria for schizophrenia

were randomized into one ofthrce treatment groups. SEROQUEL 400 myday (n = 73). SEROQUEL 800 mg/day

(n = 74). or placebo (11 = 75). Study medication was initiated at 50 mg/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 mg/day using increments of 100 mg/day. divided and given two or three times daily, The primary efficacy variable

was the mean change from baseline in total Positive and Negative Syndrome Scale (PANSS).

SEROQUEL at 400 mg/day and 800 mg/day was superior to placebo in the reduction of PANSS total score The primary

eflicaey results of this study in the treatment of schizophrenia in adolescents is presented in Table 19.

Table 19: Schizophrenia Short-Term Trials

 

 

Treatment Group Primar Efficacy Endpoint: BPRS Total
Mean Baseline LS Mean Change Placebo-subtracted

Score (SD) from Baseline (SE) Difference" (95% c1)

SEROQUEL (75 rug/day) 45.7 (10.9) -2.2 (2.0) 40011.2. 3 3)

47,2 (10.1)

45.3 (10.9) 41.6 (2.1) -10.3(-17.6.-3.0)

43.5 (11.3) -7.7 (2.1) -‘).4 (-16.7. -2.1)

45.7 (11.0) -6.3 (2.0) ~81) (-15.2. -0.8)

-8 - (2.1) -10.4 (-17.8. -3.0)SEROQUEL (150 mg/day)’ I
SEROQUEL (300 mg/day)’

SEROQUEL (600 mg/day)’

SEROQUEL (750 mg/day)’
 
 

 

  
 

45.3 (9.2) 1.7 (2.1) --

SEROQUEL (250 mg/day) 4.2 (1.0) 321-10. 1.2)

Study 2 SEROQUEL (750 mg/day)’ -s -, (1.6) -7.3 (-12.2. -3.4)

Placebo 38.4 (9.7) -1.0(1.6) --

SEROQUEL (450 mg/day BID) 42.1 (10.7) -100 (1.3) 4.6 (-28. -l.-1)

Study 3 SEROQUEL (450 mg/day TID)’ 42.7 (10.4) -8.6 (1.3) -3.2 (-6.4. 0.0)
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Primary Efficacy Endpoint: PANSS Total

Mean Baseline LS Mean Change Placebo-subtracted

Score LSD} _ from Baseline (_SE) DifferenceJ (95% Cl)

SEROQUEL (400 mg/day)’ 96.2 (17.7) -27.3 (2.6) -8.2 (-16.1. .03)

m— —
SD: standard deviation: SE: standard error. LS Mean: least-squares mean; Cl: unadjusted confidence interval.

1. Doses that are statistically significant superior to placebo.
2. Doses that are statistically significant superior to SEROQUEL 50 mg BID.
3. l)itlérence (drug minus placebo) in least-squares mean change from baseline.

14.2 Bipolar Disorder

Bipolar l disorder. manic or mixed episodes
Adults

The efficacy of SEROQUEL in the acute treatment of manic episodes was established in 3 placebo-controlled trials in

patients who met DSM-IV criteria for bipolar] disorder with manic episodes. These trials included patients with or

without psychotic features and excluded patients with rapid cycling and mixed episodes. Of these trials= 2 were

monotherapy (12 weeks) and 1 was adjunct therapy (3 weeks) to either lithium or divalproex. Key outcomes in these trials

were change from baseline in the Young Mania Rating Scale (YMRS) score at 3 and 12 weeks for monotherapy and at 3

weeks for adjunct therapy. Adjunct therapy is defined as the simultaneous initiation or subsequent administration of

SEROQUEL wrth lithium or divalproes.

The primary rating instrument used for assessing manic symptoms in these trials was YMRS. an I l-item clinician-rated

scale traditionally used to assess the degree of manic symptomatologv (irritability, dismptivc/aggressive behavior. sleep.

elevated mood, speech. increased activity, sexual interest, language/thought disorder, thought content. appearance. and

insight) in a range from 0 (no manic features) to 60 (ma‘timum score).

The results oFthc trials follow:

Monotherapy

The efficacy of SEROQUEL in the acute treatment of bipolar mania was established in 2 placebo-controlled trials. In two

12—week trials (n=300. n=299) comparing SEROQU EL to placebo, SEROQUEL was superior to placebo in the reduction

ofthe YMRS total score at weeks 3 and 12, The majority of patients in these trials taking SEROQUEL were dosed in a

range between 400 mg/day and 800 mg per day (studies I and 2 in Table 20).

Adjunct Hierapy

In this 3-week placebo-controlled trial. 170 patients with bipolar mania (YMRS 2 20) were randomized to receive

SEROQUEL or placebo as adjunct treatment to lithium or divalproex. Patients may or may not have received an adequate

treatment course of lithium or divalprocx prior to randomization SEROQUEL was superior to placebo when added to

lithium or divalproex alone in the reduction of YMRS total score (study 3 in Table 20).

The majority of patients in this trial taking SEROQUEL were dosed in a range between 400 mg/day and 800 mg per day.

In a similarly dcsrgned trial (n=200), SEROQU EL was associated with an improvement in YM RS scores but did not

demonstrate superiority to placebo- possibly due to a higher placebo effect.

The pnmary efficacy results of these studies in the treatment of mania in adults is presented in Table 20.

Children and Adolescents (ages NM 7)
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The efficacy of SEROQU EL 1n the acute treatment of manic episodes associated with bipolar l disorder in children and

adolescents (10- 17 years of age) was demonstrated in a 3-week. double-blind. placeboeontrollcd. multicenter trial (study

4 in Table 20). Patients who met DSM-IV diagnostic criteria for a manic episode were randomized into one of three

treatment groups: SEROQUEL 400 mg/day (n = 95). SEROQUEL 600 mg/day (n = 98), or placebo (n = 9] ). Study

medication was initiated at 50 mg/day and on day 2 increased to 100 mg/day (divided doses given two or three times

daily). Subsequently, the dose was tttratcd to atargct dose of 400 mg/day or 600 mg/day using increments of [00 mg/day,

given in divided doses two or three times daily. The primary efficacy variable was the mean change from baseline in total
YMRS score.

SEROQU EL 400 mg/day and 600 org/day were superior to placebo in the reduction of YMRS total score (Table 20).

Table 20: Mania Trials
 

 

 

   

Study Treatment Group Prima Efficac Measure: YMRS Total

Number Mean Baseline LS Mean Change Placebo-subtracted
from Baseline (SE) Difference" (95% CI)

SEROQUEL (200-800 mg/day)" 3 -12.3 (1.3) .40 (-7.0. -t .0)

Halopcridol" 3 -15.7(1.3) -7_4(.10.4._1.4)

Placebo 33.1 (6.6) -8.3 (1.3) -

SEROQUEL (200.800 mg/day)’ 32.7 (6.5) 44.6 (1.5) -7.9 (-10.9. -5.0)

Lithium‘ 5 33.3 (7.1) -152 (1.6) -s.5 (-1 1.5. -5.5)

Placebo 3-H) (6.9) -6.7 (1.6) -

SEROQUEP 0004““) "‘g/dayy + -l3.8 (1.6) -3.8 (-7.1. 41.6)mood stablluer

Placebo + mood stabilizer —l() (1.5) --

SEROQUEL (400 mg/day)’ -14.3 (0.96) .52 (-8.1. -2.3)

Study 4 SEROQUEL (000 mg/day)’ -15.6 (0.97) -6.6 (-9.5. -3.7)

Placebo 30.7 (5.9) -9.0 (1.1) --

  
 

Mood stabilizer. lithium or divalproex: SD: standard deviation: SE: standard error. LS Mcan‘ least-squares mean: Cl: unadjusted
confidence interval.

1 Dams that are statistically significantly superior to placebo.
2. Difference (drug minus placebo) in least-squares mean change from baseline.
3. Included in the trial as an active comparator.
4. Adult data mean baseline score 1s based on patients included in the prunary analysis; pediatric mean baseline score is based on all patients

in the HT population.

Bipolar Disorder. Depressive Episodes
Adults

The efficacy of SEROQUEL For the acute treatment of depressive episodes associated with bipolar disorder was

established in 2 identically designed 8-week. randomized. double-blind. placebo-controlled studies (N=1045) (studies 5

and 6 in Table 21). These studies included patients with either bipolar I or II disorder and those with or without a rapid

cycling course. Patients randomized to SEROQUEL were administered fixed doses of either 300 mg or 600 mg once

dai I}:

The primary rating instrument ttsed to assess depressive symptoms in these studies was the Montgomcnf-Asbcrg

Depression Rating Scale (MADRS). a lO-item clinician-rated scale with scones ranging from 0 to 60. The primary

endpoint in both studies was the change from baseline in MADRS score at week 8. In both studies. SEROQU EL was
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superior to placebo in reduction of MADRS score. Improvement in symptoms. as measured by change in MADRS score

relative to placebo. was seen in both studies at Day 8 (week 1) and onwards. In these studies. no additional benefit was

seen with the 600 mg dose. For the 300 mg dose group. statistically significant improvements over placebo were seen in

overall quality of life and satisfaction related to various areas of functioning. as measured using the Q-LES-Q(SF).

The primary efficacy results of these studies in the acute treatment ofdepressive episodes associated with bipolar disorder

in adults is presented in Table 21.

Table 21: Depressive Episodes Associated with Bipolar Disorder 

Treatment Group Primary Efficacy Measure: MADRS Total
Mean Baseline LS Mean Change Placebo-subtracted

Score (51)) from Baseline (SE) Difference: (95% Cl)
4) I (413- -39,

M («8-7- 4-3)

IBM——
-50 (-73. 42.7)

SEROQUEL (600 lug/(18)) 29.9 (5.6) 46.0 (1.0) 4.1 (-6.4. -1.8)
Placebo 29.6 (5.4) —l 1.9 (1.0) -

SD: standard deviation: SE: standard error. LS Mean: least-squares mean: Cl: unadjusted confidence interval.
1. Doses that are statistically significantly superior to placebo.
2. DitTerence (drug minus placebo) in least-sqtuires mean change from baseline.

  
 

 

 
 

  

  
  
 

 

 

  
 

 

 
 

 

 
 

 
 

 

Maintenance Treatment as an Adjunct to Lithium or Divalproex

The cfiicacy of SEROQU EL in the maintenance treatment of bipolar l disorder was established in 2 placebo-controlled

trials in patients (n=l326) who met DSM-IV criteria for bipolar l disorder (studies 7 and 8 in Figures l and 2). The trials

included patients whose most recent episode was manic. depressed. or mixed. with or without psychotic features. In the

open-label phase. patients were required to be stable on SEROQUEL plus lithium or divalproex for at least l2 weeks in

order to be randomized. On average. patients were stabilized for IS weeks. In the randomization phase. patients continued

treatment with lithium or divalprocx and were randomized to receive either SEROQUEL (administered Nice daily

totaling 400 mg/day to 800 mg/day) or placebo. Approximately 50% of the patients had discontinued from the

SEROQUEL group by day 280 and 50% of the placebo group had discontinued by day 1 17 of double-blind treatment. The

primary endpoint in these stttdics was time to recurrence of a mood event (manic, mixed or depressed episode). A mood

event was defined as medication initiation or hospitalization for a mood episode; YMRS score 2 20 or MADRS score 2 20

at 2 consecutive assessments; or study discontinuation due to a mood event. (Figurc l and Figure 2)

In botlt studies, SEROQUEL was superior to placebo iii increasing the time to recurrence of any mood event The

treatment effect was present for increasing time to recurrence of both manic and depressed episodes The effect of

SEROQUEL was independent of any specific subgroup (assigned mood stabilizer. sex. age. race. most recent bipolar

episode. or rapid cycling course).
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figure I Kaplan-MeierCurves of'l‘in» In Recumnce ofA Mood Event (Study 7)
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Figure 2 Kaplan-Meier Curves of Time to Recurrence ol'A Mood Event (Study 8)I 0°
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16 HOW SUPPLIED/STORAGE AND HANDLING

25 mg Tablets (NDC 0310-0275) peach. round. biconvex. film coated tablets. identified with 'SEROQUEL' and '25‘ on

one side and plain on the other side. are supplied in bottles of 100 tablets and hospital unit dose packages of 100 tablets.

50 mg Tablets (NDC 0310—0278) white. round. bicom'ex, film coated tablets. identified With ‘SEROQUEL' and '50‘ on

one side and plain on the other side. are supplied in bottles of 100 tablets and hospital unit dose packages of 100 tablets.

100 mg Tablets (NDC 0310-0271) yellow. round. biconvex film coated tablets. identified with 'SEROQUEL' and ‘ IOO~ on

one side and plain on the other Side. are supplied in bottles of 100 tablets, and hospital unit dose packages of |00 tablets.

200 mg Tablets (NDC 0310-0272) white. round. bicomex. film coated tablets. identified with 'SEROQUEL' and ‘200‘ on

one side and plain on the other Side. are supplied in bottles of NO tablets, and hospital unit dose packages of 100 tablets.

300 mg Tablets (NDC 03 l0-0274) white, capsule-shaped. biconvex. film coated tablets. intagliated with 'SEROQUEL~

on one Side and ‘300‘ on the other side. are supplied in bottles of 60 tablets. and hospital unit dose packages of 100
tablets.

400 mg Tablets (N DC 0310-0279) yellow. capsule-shaped. biconvcx. film coated tablets. mtagliated with ‘SEROQUEL'

on one side and '400' on the other side. are supplied in bottles of 100 tablets. and hospital unit dose packages of 100
tablets.

Store at 25“C (77°F); excursions permitted to l5—30°C (59-86"F) [See USP].
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17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide)

Preseribers or other health professionals should inform patients, their families. and their caregivers about the benefits and

risks associated with treatment with SEROQUEL and should counsel them in its appropriate use. A patient Medication

Guide about "Antidepressant Medicines. Depression and other Serious Mental Illness, and Suicidal Thoughts or Actions"

is available for SEROQUEL. The prescriber or health professional should instmct patients. their families, and their

caregivers to read the Medication Guide and should assist them in understanding its contents. Patients should be given the

opportunity to discuss the contents of the Medication Guide and to obtain ansvyers to any questions they may have. The

complete test of the Medication Guide is reprinted at the end ofthis document.

Patients should be advised of the following issues and asked to alert their prescriber if these occur \\ hile taking

SEROQUEL.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Patients and caregivers should be advised that elderly patients with dementia-related psychosis treated with atypical

antipsychotic dnrgs are at increased risk of death compared with placebo. Quetiapine is not approved for elderly patients

with dementia-related psychosis [see Warnings and Precautions (5. 11].

Suicidal Thoughts and Behaviors

Patients, their families, and their caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic

attacks, insomnia, irritability, hostility. aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania,

mania. other unusual changes in behavior, worsening of depression, and suicidal ideation. especially early during

antidepressant treatment and when the dose is adjusted up or down. Families and caregivers ofpatients should be advised

to look for the emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should

be reported to the patient's prescriber or health professional, especially if they are severe, abrupt in onset, or were not part

of the patient's presenting symptoms. Symptoms such as these may be associated with an increased risk for suicidal

thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication [see

Warnings and Precautions (5. 22].

Neuroleptic Malignant Syndrome (NMS)

Patients should be advised to report to their physician any signs or symptoms that may be related to NMS. These may

include muscle stiffness and high fever [see Warnings and Precautions (5.4)].

Hyperglycemia and Diabetes Mellitus

Patients should be aware ofthc symptoms of hyperglycemia (high blood sugar) and diabetes mellitus. Patients who are

diagnosed with diabetes. those with risk factors for diabetes. or those that develop these symptoms during treatment

should have their blood glucose monitored at the beginning of and periodically during treatment [see Warnings and

Precautions [5. 5 g |.

Hyperlipidemia

Patients should be advised that elevations in total cholesterol, LDL-cholesterol and triglycerides and decreases in HDL-

cholesterol may occur. Patients sh0uld have their lipid profile monitored at the beginning of and periodically during

treatment [see Warnings and Precautions [5.5!].

Weight Gain

Patients should be advised that they may experience weight gain Patients should have their weight monitored regularly

[see Warnings and Precautions [5.52 I.
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Orthostatic Hypotension

Patients should be advised of the risk oforthostatic hypotension (symptoms include feeling diny or lightheaded upon

standing, which may lead to falls). especially during the period of initial dose titration, and also at times of re-initiating

treatment or increases in close [see Warnings and Precautions (5. 7!].

Increased Blood Pressure in Children and Adolescents

Children and adolescent patients should have their blood pressure measured at the beginning of, and periodically during.

treatment [see Warnings and Precautions (5.92].

Leukopenia/Neutropenia

Patients with a pre-existing low WBC or a history of drug induced leukopenia/neutropenia should be advised that they

should have their CBC monitored while taking SEROQUEL [see Warnings and Precautions (5.101].

Interference with Cognitive and Motor Performance

Patients should be advised ofthe risk of somnolence or sedation (which may lead to falls), especially during the period of

initial dose titration. Patients should bc cautioned about performing any activity requiring mental alertness, such as

operating a motor vehicle (including automobiles) or operating machinery, until they are reasonably certain quetiapine

therapy does not aflect them adversely [see Warning and Precautions (5.16M.

Heat Exposure and Dehydration

Patients should be advised regarding appropriate care in avoiding overheating and dehydration [see Warnings and

Precaniiuns [5. 1 7Q |.

Concomitant Medication

As with other medications, patients should be advised to notify their physicians if they are taking, or plan to take, any

prescription or over-the-counter drugs [see Drug Interactions (7.12].

Pregnancy and Nursing

Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during therapy

with SEROQUEL [see Use in Specific Populations (8.11 and (8.31 I.

Need for Comprehensive Treatment Program

SEROQUEL is indicated as an integral part of a total treatment program for adolescents with schizophrenia and pediatric

bipolar disorder that may include other measures (psychological, educational, and social). Effectiveness and safety of

SEROQUEL have not been established in pediatric patients less than l3 years of age for schizophrenia or less than l0

years ofage for bipolar mania. Appropriate educational placement is essential and psychosocial intervention is often

helpful. The decision to prescribe atypical antipsychotic medication will depend upon the physician’s assessment of the

chronicity and severity of the patient‘s symptoms [see Indications and Usage (1.31 |.
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Medication Guide

SEROQUEL (SER—oh-kwell)

(quetiapine fumarate)
Tablets

Read this Medication Guide before you start taking SEROQUEL and each time you get a refill. 'lhcre may be new

information. This information does not take the place of talking to your healthcarc provider about your medical condition
or your treatment.

What is the most important information I should know about SEROQU EL?

SEROQUEL may cause serious side effects, including:

k)

risk of death in the elderly with dementia. Medicines like SEROQU EL can increase the risk of death in elderly

people who have memory loss (dementia). SEROQUEL is not for treating psychosis in the elderly with dementia.

risk of suicidal thoughts or actions (antidepressant medicines, depression and other serious mental illnesses,

and suicidal thoughts or actions).

Talk to your or your family mem ber‘s healthcare provider about:

0 all risks and benefits oftrcatment with antidepressant medicines.

0 all treatment choices for depression or other serious mental illness

Antidepressant medications may increase 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 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 illness (also called manic-depressive illness). or suicidal

thoughts or actions.

How can I watch for and try to prevent suicidal thoughts and actions in myself or a family mem her?

0 Pay close attention to any changes. especially sudden changes, in mood. behaviors. thoughts. or feelings. This is

very important when an antidepressant medicine is started or \\ hen the dose is Changed.

0 Call the healthcarc provider right away to report new or sudden changes in mood. behavior, thoughts. or feelings.

0 Keep all Follow-up visits with the hcalthcarc provider as scheduled Call the healthcarc provider bctwecn \r'ISlts as

needed. especially if you have concerns about symptoms.

Call a healthcare provider right away if you or your family member has any of the following symptoms, especially

if they are new. worse. or worry 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)
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0 other unusual changes in behavior or mood

What else do I need to know about antidepressant medicines?

0 Never stop an antidepressant medicine without first talking to your healthcare provider. Stopping an

antidepressant medicrne suddenly can cause other symptoms.

0 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 healthcarc 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.

0 Antidepressant medicines can interact with other medicines. Know all of the medicines that you or your family

member take. Keep a list of all medicines to she“ the healthcarc proy ider. Do not start new medicines without first

checking with your healthcarc provrder.

0 Not all antidepressant medicines prescribed for children are FDA approved for use in children. Talk to your

child‘s healthcarc provrdcr for more information

What is SEROQUEL?

SEROQUEL is a prescription medicine used to treat:

- schizophrenia in people 13 years of age or older

0 bipolar disorder in adults. including:

o depressive episodes associated with bipolar disorder

0 manic episodes associated with bipolar l disorder alone or \\ ith lithium or divalproex

o long-temr treatment of bipolar l disorder with lithium or divalproex

- mzuiic episodes associated with bipolar l disorder in children ages IO to l7 years old

It is not known if SEROQU EL is safe and effective in children under 10 years ofage.

What should I tell my healthcare provider before taking SEROQUEL?

Before you take SEROQUEL. tell your healthcare provider if you have or have had:

0 diabetes or high blood sugar in you or your famrly. Your hcalthcarc provider should check your blood sugar before

you start SEROQUEL and also during therapy

0 high levels of total cholesterol. triglycerides or LDL-cholesterol or low levels of HDL-cholesteral

0 low or high blood pressure
0 low white blood cell count

0 cataracts

- seizures

0 abnormal thyroid tests

0 high prolactin levels

0 heart problems

0 liver problems

0 any other medical condition

0 pregnancy or plans to become pregnant. It is not known if SEROQUEL will harm your unborn baby

0 Breast—feeding or plans to breast-feed. SEROQU EL can pass into your breast milk. You and your healthcare provider

should decide if you will take SEROQUEL or breast-feed. You should not do both.
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Tell the healthcare provider about all the medicines that you take or recently have taken including prescription

medicines. over-theeounter medicines. herbal supplements and vitamins.

SEROQUEL and other medicines may affect each other causing serious side effects. SEROQUEL may affect the way

other medicmes work. and other medicines may affect how SEROQUEL works.

Tell your healthcare provider if you are having a urine drug screen because SEROQUEL may affect your test results. Tell

those giyiiig the test that you are taking SEROQUEL.

How should I take SEROQUEL?

Take SEROQUEL e\actly as your healtheare provider tells you to take it. Do not change the dose yourself.

Take SEROQUEL by mouth, with or without food.

If you feel you need to stop SEROQUEL, talk with your healthcare provider first. If you suddenly stop taking

SEROQUEL. you may have Side effects such as trouble sleeping or trouble staying asleep (insomnia). nausea. and

vomiting.

If you miss a dose of SEROQUEL. take it as soon as you remember. If you are close to your next dose. skip the

missed dose. Just take the next dose at your regular time. Do not take 2 doses at the same time unless your healthcare

provider tells you to, If you are not sure about your dosing, call your healthcare provider.

What should I avoid while taking SEROQUEL?

Do not drive, operate machinery. or do other dangerous aetivrtics until you know how SEROQLEL affects you.

SEROQUEL may make you drowsy.

Avoid getting overheated or dehydrated.

0 Do not over-exercise.

o In hot weather. stay inside in a cool place if possible

0 Stay out of the sun. Do not wear too much or heavy clothing.

0 Drink plenty of water.

Do not drink alcohol while taking SEROQUEL. It may make some side effects of SEROQUEL worse.

What are possible side effects of SEROQUEL?

SEROQUEL can cause serious side effects, including:

See “What is the most important information I should know about SEROQUEL?”

stroke that can lead to death can happen in elderly people with dementia who take medicines like SEROQUEL

neuroleplic malignant syndrome (NMS). NMS is a rare but very serious condition that can happen in people who

take antipsychotic medicines. including SEROQUEL. NMS can cause death and must be treated in a hospital. Call

your healtheare provider right away ifyou become severely ill and have some or all of these symptoms:

0 high fever

0 excessive sweating

o rigid muscles
0 confusion

0 changes in your breathing. heartbeat. and blood pressure

falls can happen in some people who take SEROQUEL. These falls may cause serious injuries.

high blood sugar (hyperglycemia). High blood sugar can happen if you have diabetes already or ifyou have never

had diabetes. High blood sugar could lead to:
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0 build up of acid in your blood due to kctoncs (keloacidosis)
0 coma

0 death

Increases in blood sugar can happen in some people who take SEROQUEL. Extremely high blood sugar can lead to

coma or death. If you have diabetes or risk factors for diabetes (such as being overweight or a family history of

diabetes) your healthcare provider should check your blood sugar before you start SEROQUEL and during therapy.

Call your licalthcarc provider ifyou have any ofthesc symptoms of high blood sugar (hyperglycemia) while taking

SEROQUEL:

0 feel very thirsty
0 need to urinate more than usual

0 feel very hungry
o feel weak or tired

0 feel sick to your stomach

o feel confused. or your breath smells fruity

high fat levels in your blood (increased cholesterol and triglycerides). High Fat levels may happen in people

treated with SEROQUEL You may not have any symptoms. so your healthcare provider may decide to check your

cholesterol and triglycerides during your treatment with SEROQUEL.

increase in weight (weight gain). Weight gain is common in people who take SEROQUEL so you and your

healthcare provider should check your weight regularly. Talk to your healthcare provider about ways to control

weight gain, such as eating a healthy. balanced diet. and exercising.

movements you cannot control in your face. tongue, or other body parts (tardive dyskinesia). These may be

signs of a serious condition, Tardive dyskinesia may not go away. even if you stop taking SEROQUEL. Tardive

dyskincsra may also start after you stop taking SEROQU EL.

decreased blood pressure (orthostatic hypotension). including lighthcadedness or fainting caused by a sudden

change in heart rate and blood pressure when rising too quickly from a sitting or lying position.

increases in blood pressure in children and teenagers. Your healthcare provider should check blood pressure in

children and adolescents before starting SEROQUEL and during therapy.
low white blood cell count

cataracts

seizures

abnormal thyroid tests. Your healthcare provider may do blood tests to check your thyroid hormone level.

increases in prolactin levels. Your healthcare provider may do blood tests to check your prolactin levels.

sleepiness. drowsiness. feeling tired. difficulty thinking and doing normal activities

increased body temperature

difficulty swallowing

trouble sleeping or trouble staying asleep (insomnia), nausea, or vomiting if you suddenly stop taking

SEROQUEL. These symptoms usually get better I week after you start having them

The most common side effects of SEROQUEL include:
In Adults:

0 dry mouth 0 constipation
o dizziness o sore throat

- weakness 0 difficulty moving

abdominal pain
In Children and Adolescents:

nausea 0 increased appetite
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0 drymouth I vomiting

0 weight gain 0 rapid heartbeat

These are not all the possible side effects of SEROQUEL. For more information, ask your healthcarc provider or

pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at l-800-FDA-1088.

How should I store SEROQUEL?

0 Store SEROQUEL at room temperature. between 68°F to 77°F (20°C to 25°C).

0 Keep SEROQUEL and all medicines out of the reach of children.

General information about the safe and effective use of SEROQUEL

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use SEROQUEL

for a condition for which it was not prescribed. Do not give SEROQUEL to other people. even if they have the same

symptoms you have. It may harm them.

This Medication Guide summarizes the most important information about SEROQUEL. If you would like more

information, talk with your healthcare provider. You can ask your pharmacist or healthcare provider for information about

SEROQUEL that is V\ ritten for health professionals.

For more information. go to \iw’.SERQ()UEL.com, or call 1—800-236-9933.

What are the ingredients in SEROQUEL?

Active ingredient: quetiapine fumarate

Inactive ingredients: povidone. dibasic dicaleium phosphate dilly-dram, microcrystalline cellulose, sodium starch

glycolatc. lactose monohydratc. magnesium stearatc, hypromcllose, polyethylene glycol. and titanium dioxide. The 25 mg

tablets contain red and yellow ferric oxide. The 100 mg and 400 mg tablets contain only yellow ferric oxide.

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

SEROQUEL is a registered trademark of the AstraZeneca group of companies.
(QAstraZeneca 2013

Distributed by:
AstraZeneea Pharmaceuticals LP

Wilmington, DE 19850
Revised: 02/2017
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