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HIGHLIGHTS OF PRESCRIBING INFORMATION attack) has been seen in elderly patients with dementia- relate_d psvchuseslrealed with atypmalantlpsychotlc drugs (5.3) Ch/YdlenandAdu/estents: ) ) ) ) needed replacement thyroid treatment. Preferred Term Quetiapine (n=196) PLACEBO (n=203)
These highlights do not include all the information needed to use QUETIAPINE TABLETS safely and effectively. See full ° NE’”’U/E’ﬂ”EMﬁ/’yﬂﬁl”syl’dm’”gWM*S? Manage withimmed I‘ 0 ..a"d close (5.4) . ) In a placeb olled g y study of adol patients (13 to 17 years of age) with schizophrenia (6 weeks In all quetiapine trials, the incidence of shifts in thyroid hormones and TSH were': decrease in free T, (< 0.8 LLN), 2.0% (357/17513); Hypotension 3% 1%
prescribinginformation for QUETIAPINE TABLETS. ] Metabolic Changes: Atypical antipsy have been with changes. These metabolic changes include duration), the mean change in fasting glucose Ievels for quetiapine (n=138) compared to placebo (n=67) was -0.75 mg/dL versus decrease in total T,(< 0.8 LLN), 4.0% (75/1861); decrease in free T, (< 0.8 LLN), 0.4% (53/13766); decrease in total T, (< 0.8LLN),
hyperglycemla dyslipidemia, and weight gain (5.5) ~1.70 mgldL. In a placeb lled apy study of children and adolescent patients (10 to 17 years of age) with 2.0%(26/1312), and increase in TSH (> 5mlU/L), 4.9% (956/19412). In eight patients, where TBG was measured, levels of TBG were Hormone Level Altered 3% 0%
QUETIAPINE tablets, for oral use Hyperglycemia and Diabetes Mellitus: Monitor patients for symp of hyperglycemia including polydipsia, polyuria, bipolar mania (3 weeks duration), 1he mean change in fasting glucose level for quetiapine (n=170) compared to placebo (n=81) was unchanged. - y
Initial U.S. Approval: 1997 polyphagia, and weakness. Monitor glucose regularly in patients with diabetes or atrisk for diabetes 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 Table 8 shows the ingidence of these shifts n short-term placebo-controlled clinical trals. Heaviness 2h 1%
- - ] Dy Undesirabl ions have been observed in patients treated with atypical antipsychotics. Appropriate borderline fasting glucose Ievel(> 100mg/dLand < 126 mg/dL) had a blood glucose level of = 126 mg/dL. . o . . . . Infection 2% 1%
WARNING: INCREASED MOR:I:‘LISTUYI(I::\IDE\I.LD.IF:;YJ:;\;;Er;: \II;VEI;:‘;)“EJI\:;NTIA-RELATED PSYCHOSIS; cllnlcal monitoring is recommended, including fasting blood lipid testing at the beginning of, and perioically, during In a placeb o extended-release tablets apy study (8 weeks duration) of children and adolescent patients Table 8: Incidence of Shifts in Thyroid Hormone Levels and TSH in Short-Term Placebo-Controlled Clinical Trials" h
P, ; P treatment (10 to 17 years of age) with bipolar depression, in which efficacy was not established, the mean change in fasting glucose levels for Total T, FreeT, Total T, FreeT, TSH Fever 2% %
See full prescribing information for complete boxed warning. . iaht Gain: Gaini . ol fweight i - 5
Increased Mortality in Elderly Patients with Dementia-Related Psychosis Weight Gain: Gain in body weight has been observed; clinical of weightis quetiapine extended-release tablets (n = 60) compared to placebo (n = 62) was 1.8 mg/dL versus 1.6 mg/dL. In this study, there were Hypertension 2% %
o Elderly patients with dementia-related psychosis treated with antinsychotic drugs are at an increased risk of ®  Tardive Dyskinesia: Discontinueif clinically appropriate 5.6) ) no patients in the quetiapine extended-release tablets or placebo-treated groups with a baseline normal fasting glucose level (< 100 a Placebo | 0 Placebo | Quetiapine| Placebo | Quetiapine | Placebo | Quetiapine |  Placebo
deathv(]':mtia ino tahlets are nota rnv:d‘f’nrelderl atients with dsnygntia-relatgd sychosis (5.1) ®  Hypotension: Use with caution in patients with known cardiovascular or cerebrovascular disease (5.7) o ) mgldL) that had an increase in blood glucose level > 126 mg/dL. There was one patient in the quetiapine extended-release tablets Tachycardia 2% 1%
- ”-h X p - pp! Y P psy! A . Increased Blood Pressure in Children and Adolescents: Monitor blood pressure at the beginning of, and periodically during group with a baseline borderline fasting glucose level (> 100 mg/dL and < 126 mg/dL) who had an increase in blood glucose level of 3.4% 0.6% 0.7% 0.1% 0.5% 0.0% 0.2% 0.0% 3.0% 2.7% Increased Apetite ” ”
Suicidal Thoughts and Behaviors .tsand = 3""."5 ) . o . . i treatment in E‘|‘1I|ﬂfEﬂ anu C (? 9) > 126 mg/dL compared to zero patientsin the placebo group. (37/1097) | (4/651) | (52/7218).| (413668) (2/369) | (01113) | (11/5673) | (1/2679) |(240/7587)| (106/3912)
o Increased risk of suicidal ghts and inchildren, and young adults taking antidepressants o penia and > Monitor complete blood count frequentlv during the first few momhs of Dyslipidemia Hypothyraidism 2% 1%
(5-21_ . o . treatment in patients with a pre-existing low whne cell count or a history of leul penia and di Adults: 1. Based on shifts from normal baseline to potentially clinically important value at any time post-baseline. Shifts in total T, free T,, — -
o Monitor for worsening and emergence of suicidal and s(5.2) . ? lthe fn[st s:.gn of a:ecllne |: WBChm ahsehnce of:lner catusatnvzfanmrs (5.1'0) . o Table 4 shows the percentage of adult patients with changes in total cholesteral, triglycerides, LDL-cholesterol, and HDL-cholesterol total T, and free T, are defined as < 0.8 x LLN (pmol/L) and shiftin TSHis Incoordination 2% 1%
ataracts: Lens changes have been observed in patients during long ens s frombaseline by indication in clinical trials with quetiapine. > 5mIUII. atany t|me inki o
INDICATIONS AND USAGE commended when starting treatment and at 6-monthintervals during chronic treatment (5.11) Y qretan 2.Includes g and extended-release tablets data. Thinking Abnormal Zh 0%
Quetiapine tablets are an atypical antipsychotic indicated for the of: o Anticholinergic (antimuscarinic) Fffects: Use with caution with other anticholinergic drugs and in patients with urinary Table 4: Percentage of Adult Patients with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol, and HDL- § ST ) o ) . ; Yy
: : 5 . S " i —ry F— In short-term placebo-controlled monotherapy trials, the incidence of reciprocal, shifts in T,and TSH was 0.0% for both Anxiety 2% 0%
] Schizophrenia (1.1) retention, prostatic hypertrophy, or constipation (5.20) Cholesterol from Baseline to Clinically Significant Levels by Indication N ol
° Bipolar | disorder manic episodes (1.2) ’ ' § (1/4800) and placebo (0/2190) and for T, and TSH the shifts were 0.1% (7/6154) for quetiapine versus 0.0% (1/3007) for placebo. Ataxia 2% 0%
. Bipolar disorder, depressive episodes (1.2) L A""'ER_SE REACTIONS o Patients Children and Adolescents: — -
. Most common adverse reactions (|n|:|uem:e =>5% and twice placlehnll: . o ) o Laboratory Analyte Indication Treatment Arm N n (%) In acute placebo-controlled trials in children and adol patients with ia (6-week duration) or bipolar mania (3-week Sinusitis 2% 1%
DOSAGE AND ADMINISTRATION. Ad_U"SZ _ dry mouth, di zing asthenia, pain, postural hy pharyngitis, weight — duration), the incidence of shifts for thyroid function values at any time for quetiapine treated patients and placebo-treated patients for Sweatin 2% 1%
gain, lethargy, ALT increased, dyspepsia (6.1) o a 137 24(18%) elevated TSH was 2.9% (8/280) vs. 0.7% (1/138), respectively, and for decreased total thyroxine was 2.8% (8/289) vs. 0% (0/145), 9
Indication Initial Dose Dose Dose Total Cholesterol Placebo 92 6(7%) respectively. Of the quetiapine treated patients with elevated TSH levels, 1 had simultaneous low free T, level at end of treatment. Urinary Tract Infection 2% 1%
. Children and Adolescents: somnolence, dizziness, fatigue, increased appetite, nausea, vomiting, dry mouth, tachycardia, weight > 240 ma/dL ) Quetiani ) )
Schizophrenia-Adults (2.2) 25 mg twice daily 150-750 mg/day 750 mg/day increased (6.1) = mal b B'P"I?’ , uetiapine 463 41(9%) 3; 5’[ Hyperprolactinemia In bipolar depression studies (up to 8 weeks), the most commonly observed adverse reactions associated with the use of quetiapine
Schizophrenia-Adolescents (13-17 years) L - epression’ uits: inci iapi i Y
2.2) ' ! 25 mg twice daily 400-800 mg/day 800 mglday Toraport SUSPECTED ADVERSE REACTIONS, contact Hetero Labs Limited at 1-866-495-1995 or FDA at 1-800-FDA-10688 Placebo 20 156%) During clinical trials with quetiapine, the incidence of shifts in prolactin levels to a clinically significant value occurred in 3.6% ?T:lz;mrﬁfz?:i?(fé;r)ezze;s)x?::q;:sﬁ;;j aatne:i Ir:::al:;yqll']ie"z;pme et hatofpatehvere sl 678,y mouth
- - or www.fda.gov/medwatch. - Quetiapine 120 26 (22%) (158/4416) of patients treated with quetiapine compared to 2.6% (51/1968) on placebo. ' ' '
Bipolar Mania-Adults Monotherapy or as 50 ice dail 400-800 mald 800 ma/d DRUG INTERACTIONS: p i Table 11 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during therapy (up to 8 weeks)
an adjunct to lithium or divalproex (2.2) mg twice daily mylday mylday o Concomitant use of strong CYP3A4 inhibitors: Reduce quetiapine dose to one sixth when coadministered with strong CYP3A4 ; . Placebo 70 11(168%) Chidren and Adolescents: - . - ) . ] . of bipolar depression in 2% or more of patients treated with quetiapine (doses of 300 and 600 mg/day) where the incidence in patients
Bipolar Mana-Children and Adolescents hibitors (e.0, k | 1(2.5.7.1,12.3) Triglycerides - — In acute placebo-controlled trials in children and adolescent patients with bipolar mania (3-week duration) or schizophrenia (6-week treated with quetiani ter than the incid in placebo-treated patient
”E 17 years), M 22) 25 mg twice daily 400-600 mg/day 600 mgday . m ibitors {e.g. eto{co{nazu i,;‘g;:?"” | sianine d 10 5 fold when used in combination with a ch = 200 mg/dL Bipolar Quetiapine 436 59 (14%) duration), the incidence of shifts in prolactin levels to a value (>20 meg/L males; > 26 mcg/L females at any time) was 13.4% reated with quetiapine was greater than the incidence in placeho-reated patients.
years), yiz. _ use of strong inducers: Increase quetiapine dose up to 5 fold when used in combination with a chronic Dep Placebo 732 20 (9%) (18/134) for quetiapine compared to 4% (3/75) for placebo in males and 8.7% (9/104) for quetiapine compared to 0% (0/39) for placebo Table 11: Adverse Reaction Incidence in 8-Week Placebo-Controlled Clinical Trials for the Treatment of Bipolar Depression
Bipolar Depression-Adults (2.2) 50 mg once daily 300 mg/day 300 mg/day treatment (more than 7 to 14 days) of potent CYP3A4 inducers (e.g., phenytoin, rifampin, St. John's wort) (2.6, 7.1,12.3) o infemales.
’ at bedtime ®  Discontinuation of strong CYP3A4 inducers: Reduce quetiapine dose by 5 fold within 7 to 14 days of discontinuation of CYP3A4 Quetiapine 5 5 Preferred Term Quetiapine PLACEBO
inducers (2.6,7.1,12.3) ] p na na Like other drugs that antagonize dopamlne D, receptors, quetiapine elevates prolactin levels in some patients and the elevation may (n=698) (n=347)
o Geriatric Use: Consider a lower starting dose (50 mg/day), slower titration and careful monitoring during the initial dosing period e USE IN SPECIFIC POPULATIONS LDL-Cholesterol " Placebo na’ na’ persist during chronic Hyperpr i regardless of etiology, may suppress hypothalamic GnRH, resulting in Somnolence’ 57% 15%
in the elderly (2.3, 8.5) . . : f b b > 160 mg/dL " reduced pituitary gonadotrophin secretion. This, in turn, may |nh|h|'( reproductive function by impairing gonadal steroidogenesis in both
° Hepatic Impairment: Lower starting dose (25 mg/day) and slower titration may be needed (2.4, 8.7,12.3) : Fregrancy: My causs extapyramidaandlor wnhdrawal.sym.ptoms.ln reonates il i emester exposue. 8.1 =1l D Blpolar Quetiapine 465 29 (6%) female and male patients. Galactorrhea, hea, gy andi have been reported in Patlenls receiving prolactin- Ory Mouth 4 13%
DOSAGE FORMS AND STRENGTHS See 17 for PATIENT COUNSELING INFORMATION and Medication Guide P Placebo 256 12 (5%) elevating Long standing hyperprol ia when i with h fism may lead to d i bone density in Dizziness 18% 7%
Tablets: 25 mg, 50mg, 100 mg, 200 mg, 300 mg, and 400 mg (3) Revised: 01/2024 Tootanme — — both female and male subjects. Constipation 0% m
Py hizophrenia’ Tissue culture indicate that app ly one-third of human breast cancers are prolactin dependent /n vitro, a factor of -
ONTRAINDICATIONS Placeh g g Fatigue 10% 8%
Knownhy, ity to orany inthef Jation. (4) HDL-Chol ol aceno na na potential importance if the prescription of these drugs is considered in a patient with previously delected breast cancer. As is common
- WARNINGS AND PRECAUTIONS < 40 mgldL . Bipolar Quetiapine 393 56 (14%) with cnmpul.:jnds which i |n|:[:ease prolactin rheleased mammary gland, and p d d |s|r;t cell : (m';l\'mm;ry |J' " Dyspepsia 7% 4%
o P Adverse R - Increased incidence of cerel Jar adverse (e.g. stroke, transient ischemic pn_ultar_v, an pancreatlc adenomas) was observed in carclnugenlslty studies conducted in mu:_e and rats. Neither clinical studies nor Vomiting 5% m
Placebo 214 29 (14%) epidemiologic studies conducted to date have shown an association between chronic administration of this class of drugs and -
igenesis in humans, but the available evidence is too limited to be conclusive [see / Toxicology (13.1)\. Increased Appetite 5% 3%
FULL PRESCRIBING INFORMATION: CONTENTS* 6  ADVERSEREACTIONS 1. B weeks duration 5.16 Potential for Cognitive and Motor Impairment Lethargy 5% 2%
6.1 Clinical Study Experience 2.8 weeks duration Somnolence was a commonly reported adverse event reported in patients treated with quetiapine especially during the 3 to 5 day Nasal Congestion 5% 3%
WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS; AND SUICIDAL g " . 3. Parameters not din the tablets studies for i ; v
THOUGHTS AND BEHAVIORS 6.2  Postmarketing Experience j period of initial dose-titration. In schizophrenia trials, somnolence was reportedin 18% (89/51 0) of patients on pared to Orthostatic Hypotensi o 3
7 DRUG INTERACTIONS Children and Adolescents: . . . . . 11% (22/206) of placebo patients. In acute hipolar mania trials using quetiapine as Dy, I was reported in 16% rihostatic fypotension
1 INDICATIONS AND USAGE 71 Effectof Other Druas on Quetianine Table 5 shows the percentage of children and adolescents with changes in total chol triglycerides, LDL-cholesterol, and HDL- (34/209) of patients on quetiapine compared to 4% of placebo patients. In acute bipolar mania trials using quetiapine as adjunct Akathisia 4% 1%
1.1 Schizophrenia 7‘2 Effectof Uueliaping on Other DI!JUQS cholesterol from baseline in clinical trials with quetiapine. therapy, somnolence was reported in 34% (66/196) of patients on quetiapine compared to 9% (19/203) of placebo patients. In bipolar Palpitations 4% 1%
1.2 B|po|ar Dlsoruer o ) o ) ) ) ) - Table 5: Percentage of Children and Adolescents with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol, and HDL- depression trials, somnolence was reported in 57% (398/698) of patients on quetiapine compared to 15% (51/347) of placebo patients. — " ™
1.3 Special Considerations in Treating Pediatric Schizophrenia and Bipolar | Disorder 8  USEINSPECIFIC POPULATIONS Cholesterol from Baseline to Clinically Significant Levels Since quetiapine has the potentialto impair judgment, thinking, or motor skills, patients should be cautioned about performing activities ision Blurre
2 DOSAGE AND ADMINISTRATION 8.1 Preuna_ncv Pationts requiring mental alertness, such as operating a motor vehicle (includi or op gt Jous machinery until they are Weight increased 4% 1%
2.1 Important Administration Instructions 8.2 Lactation ) 4 Laboratory Analyte Indication Treatment Arm N i reasonably certain that quetiapine therapy does not affect them adversely. Somnolence may lead to falls. Mthralgia 3 2%
. 8.3  Females and Males of Reproductive Potential N (ol .
22 Recommended Dosing ) 81 Podintic Use Quetiapine 107 13 (12%) 5.17 Body Temperature Regulation Paraesthesia 3% 2%
2.3 DoseModificationsin Elderly Patients 8.5 Geriatric Use izophrenia’ > Although not reported with quetiapine, disruption of the body's ability to reduce core body temperature has been attributed to
24 Dose Modifications in Hepatically Impaired Patients 85  Renallmoainment Total C Placebo 56 1(2%) psychotic agents. Appropriate care s advised when prescribing quetiapine for patients who will be experiencing conditions which Cough 3% 1%
2.5  Dose Modifications when used with CYP3A4 Inhibitors 8.7 Henatic I?n sirment = 200 mg/dL Binolar Manic’ Quetiapine 159 16 (10%) may contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiving concomitant Extrapyramidal Disorder 3% 1%
2.6 Dose Modifications when used with CYP3A4 Inducers . P P Ipofar Mania Placebo 66 2(3%) medication with anticholinergic activity, or being subject to dehydration. — s
2.7 Re-initiation of Treatment in Patients Previously Discontinued 9 DRUG ABUSE AND DEPENDENCE oot 5 T 5.18 Dysphagia Irritability 3% 1%
itchi i i uetiapine - :
2.8 Switching from Antipsychotics 3; 2::;reulled Substance . - Schizopt / - Fenrt I dysmotiity and aspi have been d with antipsychatic drug use. A iais a common cause of Dysarthria 3% 0%
3 DOSAGE FORMS AND STRENGTHS - Triglycerid Placebo 51 4(8%) y and mortality in elderly patients, in particular those with ad d Alzheimer's dementia. Q and other antipsych 3% 0%
4 CONTRAINDICATIONS 10 ?[‘]IEIHDHDSAGE ) > 150 mgldL Bipolar Maniz Quetiapine 149 32 (22%) drugs should be used cautiously in patients at risk for aspiration pneumonia. Sinus Congestion 2% %
.1 Human Experience 9 . A
5 WARNINGS AND PRECAUTIONS 102 Management of Overdosage Placeho 60 8 (13%) 5.19 Discontinuation Syndrome Abnormal Dreams % %
5.1 Increased Mortalityin Elderly Patients with Dementia-Related Psychosis ' DESCRIPTION o Quetiapine 112 4 (4%) Acute wnh(_irawal symptoms, such as insomnia, nausea, and vomiting have been described after abrupt cessation of atypical — - "
5.2 Suicidal Thoughts and Behaviors in Adolescents and Young Adults LDL-Cholesterol Schizop! Placeho 60 T12% psy drugs, |nc|ud|ng quellaplne In short-term placabu qun‘tluIIed mnnulherapv clinical trials with queltllaplne extended- i
5.3  Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-Related Psychosis 12 CLINICALPHARMACOLOGY > 130 mgldL Qostio ™ 6% release ta_hlets that lncluded adi phase which the aggregat_ed i Aufﬂpalllems Gastroesophageal Reflux Disease 2% 1%
5.4  Neuroleptic Malignant Syndrome (NMS) 12.1 Mechanism of Action Bipolar Mania’ uetiapine o U"ne or more d after abrupt cessation was 12.1% (241/1983) for g ext Pain in Extenity 2% %
55  Metabolic Changes 122 Pharmacodynamics Placebo 74 4 (5%) lablets and 6.7% (71/1065) for placebo. Thelncldence of the individual adverse reactions (i.e., insomnia, nausea heatjache dlarrhea - -
56  Tardive Dyskinesia 12.3  Pharmacokinetics Quetiapine 0 16(15%) vomiting, dizziness, and irritability) did not exceed 5.3% in any treatment group and usually resolved after 1 week post: Asthenia 2% 1%
57  Hypotensi P Gradual withdrawal is advised. /see Use in Specific Populations (8.1)] i
-+ ypotension 13 NONCLINICALTOXICOLOGY Schizop Placeho 5 T0119%) Balance Disorder z 1
58 Falls ' 13.1  Carcinogenesis, Mutagenesis, Impairment of - Fertility HDLCholesterol = 5.20 Anticholinergic (antimuscarinic) Effects » B ) Hypoesthesia 2% 1%
5.9 Increasesin Blood Pressure (Children and Adolescents) 132 Animal Toicology andor Pharmacology < 40 mg/dL ) » Quetiapine 154 16 (10%) an active bolite of has mod to strong affinity for several muscarinic receptor subtypes. This -
5.10 Leukopenia, Neutropenia, and Agranulocytosis Bipolar Mania Placebo ] 7% ibutes to anti ic adverse when is used at therapeutic doses, taken concomitantly with other Dysphagia 2k 0%
5.11 Cataracts 14 clINICAL_STUDIE_S - holinergic medi or taken in overdose. Quetiapine should be used with caution in patients receiving medications having Restless Legs Syndrome 2% 0%
5.12 QT Prolongation 14.1 SFh'Z“Ph_"’"'a 1.13t017 years, 6 weeks duration anucholmerglc (antimuscarinic) effects /see Drug Interactions (7.1), Overdosage (10.1), and Clinical Pharmacology (12.1)]. - " -
513 Seizures 14.2 Bipolar Disorder 2.10t0 17 years, 3 weeks duration . . 1. Somnolence combines adverse reaction terms somnolence and sedation
. " Constipation was a commonly reported adverse event in patients treated with quetiapine and represents a risk factor for intestinal Explorations for interacti the basis of gend d did not | Jinicall ingful diff in the ad
5.14 " Hypothyroidism 16 HOW SUPPLIED/STORAGE AND HANDLING In a placebo-controlled quetiapine extended-release tablets monotherapy study (8 weeks duration) of children and adolescent patients obstruction. Intestinal bstruction has been reported with quetiapine, ncluing fatal reports in patients who were receiving multple Xp ‘t’_’a lons for in Eraih"":]s on fih asnsdo gen 9Ir1'_ afe'ta" race did not reveal any clinically meaningful ditterences in the adverse
5.15 Hyperprolactinemia (10 to 17 years of age) with bipolar depression, in which efficacy was not established, the percentage of children and adol with di that decreasei | motilit reaction occurrence on the basis of these demographic factors.
5.16 Potential for Cognitive and Motor Impairment 17 PATIENT COUNSELING INFORMATION shifts in total cholesterol (=200 mg/dL), triglycerides (=150 mg/dL), LDL-cholesterol (= 130 mg/dL) and HDL-cholesterol V- Dose Dependency of Adverse Reactions in Short-Term, Placebo-Controlled Trials
17 BodyT Requlati *Sections or subsections omitted from the full prescribing information are not listed. rol {= 200 mgldL). trigly! = Ig o = 9 o Quetiapine should be used with caution in patients with a current diagnosis or prior history of urinary retention, clinically significant . ) i ) X R
5. ody ernperature egulation (<40 mg/dL) from baseline to clinically significant levels were: total 8% (7/83) for ex | tablets vs. prostatic hypertrophy, or constipation. O Jated Adverse R S| elicited adverse reaction data from a study of schizophrenia comparing five fixed
5.18 Dysphagla ‘ 6% (5/84) for placebo; triglycerides 28% (22/80) for quetiapine extended-release tablets vs. 9% (7/82) for placebo; LDL-cholesterol 2% ' doses of quetiapine (75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day) to placebo were explored for dose-relatedness of adverse
5.19  Discontinuation Syndrome (2/86) for quetiapine extended-release tablets vs. 4% (3/85) for placebo and HDL-cholesterol 20% (13/65) for quetiapine extended- 6 ADVFRSE “EACTIUMS : . o . . reactions. Logistic regression analyses revealed a positive dose response (p < 0.05) for the following adverse reactions: dyspepsia,
5.20 Anticholinergic (antimuscarinic) Effects release tablets vs. 15% (11/74) for placebo. The following adverse ared finmore detailin other sections of the labeling: abdominal pain, and weight gain.

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 ia-related p is treated with ic drugs are at an increased risk of death
[see Warnings and Precautions (5.1).. ﬂuenaplne tablets are not approved for the treatment of patients with
dementia-related psychosis [see Warnings and Precautions (5. 1)..
Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal th and bel in children, 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)).
Quetiapine tablets are not approved for use in pediatric patients under ten years of age [see Use in Specific Populations
(8.4)).

1 INDICATIONS AND USAGE

1.1 Schizophrenia

Quetiapine tablets are indicated for the treatment of schizophrenia. The efficacy of tabletsin phrenia was

in lhree 6-week trials in adults and one B-week trial in adolescents (13 to 17 years). The effectiveness of quetiapine tablets for the
of schi ia has not been systematically evaluated in controlled clinical trials [see Clinical Studies (14.1)].

1.2 Bipolar Disorder

4 CONTRAINDICATIONS
Hyp itivity to iapine or to any
patients treated with quetiapine tablets.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with d lated psychosis treated with ic drugs are at an increased risk of death. Analysis of
17 placebo-controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of
deathin drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course of a typical 10-
week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo
group. Although the causes of death were varied, most of the deaths d to be either cardi (e.g., heart failure, sudden
death) or infectious (e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical antipsychotic drugs, treatment
with conventional antipsychotic drugs may increase mortality. The extent to which the findings of increased mortality in observational
studies may be attributed to the antipsychotic drug as opposed to some characteristic(s) of the patients is not clear. Quetiapine is not
approved for the of patients with d tia-related psychosis /see 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 of their depression and/or the
emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they are taking antidepressant
medications, and this risk may persist until significant remission occurs. Suicide is a known risk of depression and certain other
psychiatric disorders, and these disorders themselves are the strongest predictors of suicide. There has been a long-standing concern,
however, that antidepressants may have a role ininducing worsening of depression and the emergence of suicidality in certain patients
during the early phases of treatment. Pooled analyses of short-term placeb lled trials of anti drugs (SSRIs and
others) showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young
adults (ages 18 to 24) with major depressive disorder (MDD) and other psychiatric disorders. Short-term studies did not show an
mcrease in the risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction with

in the tablets ion. Anaphyl have been reported in

psy

Quetiapine tablets are ind| d for the acute of manic episodes associated with bipolar | disorder, both as apy and
as an adjunct to lithium or divalproex. Efficacy was established in two 12-week monotherapy trials in adults, in one 3-week adjunctive
trialin adults, and in one 3-week monotherapy trial in pediatric patients (10 to 17 years) [see Clinical Studies (14.2)].

Quetiapine tablets are indicated as py for the acute of dep episodes { with bipolar disorder. Efficacy
was established in two 8-week monotherapy trials in adult patients with bipolar | and bipolar Il disorder [see Clinical Studies (14.2)).

Quetiapine tablets are indicated for the maintenance treatment of bipolar | disorder, as an adjunct to lithium or divalproex. Efficacy was
established in two maintenance trials in adults. The ef of tablets as apy for the
of bipolar disorder has not been systematically evaluated in controlled clinical trials [see Clinical Studies (14.2)).

1.3 Special Considerations in Treating Pediatric Schizophrenia and Bipolar | Disorder

Pediatric schizophrenia and bipolar | disorder are serious mental disorders, however, d is can be
schizophrenia, symptom profiles can be variable, and for bipolar | disorder, patients may have variable patterns of periodicity of manic
or mixed symp Itis jed that therapy for pediatric schizophrenia and bipolar | disorder be initiated only after

D compared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children and with MDD, ot disorder (OCD), or other
psychiatric disorders included a total of 24 short-term 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 11 antidepressant drugs in over 77,000 patients. There was considerable variation in risk of suicidality among drugs, but
atendency toward an increase in the younger patients for almost all drugs studied. There were differences in absolute risk of suicidality
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 risk differences (drug-placebo difference in the number of cases of suicidality per
1000 patients treated) are provided in Table 2.

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

a thorough diagnostic evaluation has been performed and careful consideration given to the risks
treatment. Medication treatment for both pediatric schizophrenia and bipolar | disorder is indicated as part of a total treatment program
that often includes psychological, educational and social interventions.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions
Quetiapine tablets can be taken with or without food.

2.2 Recommended Dosing
The recommended initial dose, titration, dose range and maximum quetiapine tablets dose for each approved indication is displayed in

hall For pediatric
Age Range Drug-Placebo Difference in Number of Cases of Suicidality per 1000 Patients Treated
d with medi Increases Compared to Placebo
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case
=65 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
I about drug effect on suicide.

Table 1. After initial dosing, adjustments can be made upwards or downwards, if necessary, depending upon the clinical response and
tolerability of the patient [see Clinical Studies (14.1 and 14.2)).

Weight Gain

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

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

Table 6: Proportion of Patients with Weight Gain = 7% of Body Weight (Adults)

Vital Sign Indication Treatment Arm N Patients n (%)

R Quetiapi 391 89 (23%)

Weight Gain >7% Placebo 206 11(6%)
of Body Weight Bipolar Mania Quetiapine 209 4421%)
(monotherapy)” Placebo 198 13(7%)
Bipolar Mania Quetiapil 196 25 (13%)

(adjunct therapy)’ Placebo 203 8 (4%)

Bipolar Quetiapine 554 47 (8%)

Depression* Placebo 295 7 (2%)

1. up to 6 weeks duration

2.upto 12 weeks duration

3. up to 3 weeks duration

4. up to 8 weeks duration

Children and Adolescents:

Intwo clinical trials with quetiapine, one in bipolar mania and one in schizophrenia, reported increases in weight are included in Table 7.

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

Vital Sign Indicati Ti Arm N Patients n (%)
Quetiapil m 23(21%
Weight Gain >7% Schizophrenia’ uetiapine (21%)
of Body Weight Placebo 44 3(7%)
Binolar Mania? Quetiapi 157 18 (12%)
ipolar Mania S = o

1.6 weeks duration

2.3 weeks duration

The mean change in body weight in the schizophrenia trial was 2.0 kg in the quetiapine group and -0.4 kg in the placebo group and in the
bipolar mania trial, it was 1.7 kg in the quetiapine group and 0.4 kg in the placebo group.

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

In a clinical trial for quetiapine extended-release tablets in children and adolescents (10 to 17 years of age) with bipolar depression, in
which efficacy was not established, the percentage of patients with weight gain = 7% of body weight at any time was 15% (14/92)
for quetiapine extended-release tablets vs. 10% (10/100) for placebo. The mean change in body weight was 1.4 kg in the quetiapine
extended-release tablets group vs. 0.6 kg in the placebo group.

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

5.6 Tardive Dyskinesia

. Increased mortality in elderly patients with dementia-related psychosis [see Warnings and Precautions (5.1))
. Suicidal thoughts and behaviors in adolescents and young adults [see Warnings and Precautions (5.2)]
. Cerebrovascular adverse reactions, including stroke in elderly patients with dementia-related psychosis [see Warnings and
Precautions (5.3)]

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

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

. Tardive dyskinesia [see Warnings and Precautions (5.6]]

. Hypotension [see Warnings and Precautions (5.7)1

. Falls [see Warnings and Precautions (5.8)]

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

. Leukopenia, neutropenia and agranulocytosis [see Warnings and Precautions (5. 101

. Cataracts [see Warnings and Precautions (5. 17)]

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

. Seizures [see Warnings and Precautions (5.13)]

. Hypothyroidism [see Warnings and Precautions (5.14)]

. Hyperprolactinemia [see Warnings and Precautions (5.15])

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

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

. Dysphagia [see Warnings and Precautions (5.18)]

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

. Anticholinergic (antimuscarinic) Effects [see Warnings and Precautions (5.20)]

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 quetiapine consisting of over 4300 patients. This database includes
698 patients exposed to iapine for the of bipolar ion, 405 patients exposed to quetiapine for the treatment of

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

The following adverse reactions have also been reported with igh hy, ity, and el in serum
creatine phosphokinase (not iated with NMS), gal hea, bradycardia (which may occur at or near initiation of treatment and
be associated with hypotension and/or syncope) decreased platelets, somnambulism (and other related events), elevations in gamma-
GT levels, hypothermia, dyspnea, eosinopbhilia, urinary retention, intestinal obstruction and priapism.

Extrapyramidal Symptoms (EPS):

Dystonia

Class Fffect: Symp of dystonia, prolonged abnormal 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, andor 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 s observed in males and younger age groups.

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

Adults: Data from one 6-week clinical trial of schizophrenia comparing five fixed doses of quetiapine (75, 150, 300, 600, 750 mg/day)
provided evidence for the lack of extrapyramidal symp (EPS) and di latedness for EPS d with quetiapi

Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change from baseline) which evaluates Parkinsonism
and akathisia, (2) incid of laints of EPS (akathisia, akinesia, | rigidity, extrapyramidal syndrome,
hypertonia, hypokinesia, neck rigidity, and tremor), and (3) use of anticholinergic medications to EPS.

In Table 12, dystonic event included nuchal rigidity, hypertonia, dystonia, muscle rigidity, oculogyration; parkinsonism included
cugwheel rlgldny, lrernur drooling, hypokinesia; akathisia included akathisia, psychomotor agitation; dyskinetic event included tardive
and other extrapyramidal event included restl idal disorder,

, chor extrapy

disnrder.

Table 12: Adverse Reactions Associated with EPS in a Short-Term, Placebo-Controlled Multiple Fixed-Dose Phase Il
enia Trial (6 weeks

acute hipolar mania (monotherapy and adjunct therapy), 646 patients exposed to for the of bipolar | — — _— _—
disorder as adjunct therapy, and approximately 2600 patients and/or normal subjects exposed to 1 or more doses of quetiapine for the Preferred Term o p 0 p 0 p 0 0 p Placebo
treatment of schizophrenia. 75mg/day 150 mg/day 300 mg/day 600 mg/day | 750 mglday (N=51)
0f these approximately 4,300 subjects, approximately 4000 (2300 in schizophrenia, 405 in acute bipolar mania, 698 in bipolar (N=53) - (N=481 (N=52) ~ (N=5”n (N=54)n n
depression, and 646 for the maintenance treatment of hlpolar | dlsorder) were patients who participated in multiple dose effectiveness n % n " n " n /" n % n %
trials, and their i ded to appi 2400 patient-years. The conditions and duration of treatment with Dystonic event 2 3.8 2 4.2 0 0.0 2 3.9 3 56 | 4 | 78
que'naplne varied greatly and mcluded (in overlapping categories) open-label and double-blind phases of studies, i and Parkinsoni 2 3.8 0 0.0 1 1.9 1 2.0 1 1.9 4 7.8

fixed-dose and dose-titration studies, and short-term or longer-term exposure. Adverse reactions were assessed by Akathisia 1 1.9 1 2.1 0 0.0 0 0.0 1 1.9 4 178
collecting adverse reactions, results of physical examinations, vital signs, weights, laboratory analyses, ECGs, and results of Dyskinetic event 2 3.8 0 0.0 0 0.0 1 2.0 0 0.0 0 0.0
ophthalmologic examinations. Other

] 2 38 0 0.0 3 5.8 3 5.9 1 19 [ 4|78

The stated fr of adverse p the proportion of individuals who experienced, at least once, an adverse reaction extrapyramidal event
of the typeisted. Parkinsonism incidence rates as measured by the Simpson-Angus total score for placebo and the five fixed doses (75, 150, 300, 600,
AdverseR A iated with Di: of Treatment in Short-Term, Placebo-Controlled Trials 750 mg/day) were: -0.6;-1.0,-1.2;-1.6;-1.8, and -1.8. The rate of anticholinergic medication use to treat EPS for placebo and the five

of di

Schizophrenia: Overall, there was little difference in the i due to adverse (4% for vs.
3% for placebo) in a pool of controlled trials. However, due to (0.8% vs. 0% placebo) and
hypotension (0.4% quetiapine vs. 0% placebo) were considered to be drug related /see Warnings and Precautions (5.7 and 5.19)].

Bipolar Disorder:

Mania: Overall, discontinuations due to adverse reactions were 5.7% for quetiapine vs. 5.1% for placebo in monotherapy and 3.6% for
quetiapine vs. 5.9% for placebo in adjunct therapy.

Overall, di due to adverse reactions were 12.3% for quetiapine 300 mg vs. 19.0% for quetiapine 600 mg

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

A synd of p ially in ible, i y, dy 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

and 5.2% for placebo.
Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled Trials:

fixed doses was: 14%; 11%; 10%; 8%; 12%, and 11%.

In six additional placebo-controlled clinical trials (3 in acute mania and 3 in schizophrenia) using variable doses of quetiapine, there were
no differences between the and placebo groups in the incid of EPS, as assessed by Simpson-Angus total
scores, spontaneous complaints of EPS and the use of icholinergic medications to treat EPS.

Intwo placebo-controlled clinical trials for the treatment of bipolar depression using 300 mg and 600 mg of quetiapine, the incidence of
adverse reactions potentially related to EPS was 12% in both dose groups and 6% in the placebo group. In these studies, the incidence
of the individual adverse reactions (akathisia, extrapyramidal disorder, tremor, dyskinesia, dystonia, restlessness, muscle contractions

I Y, psyct hyp! ity, and muscle rigidity) were generally low and did not exceed 4% in any treatment group.

The 3 treatment groups were S|m|Iar in mean change in SAS total score and BARS Global Assessment score at the end of treatment.

Table 1:R ded Dosing for Q Tablets to rely upon p to predict, at the inception of antipsychotic treatment, which patients are likely to s ; ; l ) T p ! | on dsimil e th
- All patients being treated with antidepressants for any indication should be monitored appropriately and observed closely develop the svndmme Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown. In the_ acute the_rapy of _schlznphrema (up _lu S weeks) and hlpn_lar_manla (up to 12 weeks) trials, the most commonly uhs_erv_ed adverse l'éuse 0 (] was and similar across the three treatment groups.
Indication Initial Dose and Titration Recommended | Maximum Dose for clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few months of a course of The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are believed to increase as the duration of reactions associated with the use of quetiapine monotherapy (incidence of 5%n°r greater) and observed at arate on quetiapine at least Children and Adolescents
Dose drug therapy, or at times of dose changes, either increases or decreases. treatment and the total dose of antipsychotic drugs to the patient increase. However, the syndrome can I;V";:)e ‘hszm pla':?h;’s‘l’y‘")”e somnolence (18%), dizziness (11%), dry mouth (8%), constipation (8%), ALT increased (5%), weight gain The information below is derived from a clinical trial database for quetiapine consisting of over 1000 pediatric patients. This database
- - ; — — develop, although much less commonly, after relatively brief treatment periods at low doses or may even arise after discontinuation of , and dyspepsia (o). includes 677 patients exposed to quetiapine for the treatment of schizophrenia and 393 children and adolescents (10 to 17 years old)
Schizophrenia-Adults Day 1: 25 mg twice daily. Increase in increments 150-750 mg/day 750 mg/day The following symptoms anxuety agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia . - L L . .
ce I g 8 s s Re ] Incide 3 - for th f | 5
of 25 mg-50 mg divided two or three times on psyct " and mania, have been reported in adult and pediatric.patients hemg treated with treatment. Arz{v;zr‘se at an of 2% or More Among Quetiapine Treated Patients in Short-Term, Placebo-Controlled exposed :nquetlaplne orf etlrealmento acute bipolar mania ) .
Days 2 and 3 to range of 300-400 mg by Day 4. idep for major dep disorder as well as for other indications, both psy ic and non-psychiatric. Although a causal Tardive dyskinesia may remit,_panially or '_ ly, if antipsyct is withdrawn. Antipsyshotic treatment, ilsalf, rias: ] ) ) i ) o . ) Adverse with D of Treatment in Short-Term, Placebo-Controlled Trials
Further adjustments can he made in increments of link between the emergence of such symptoms and either the worsening of depression and/or the emergence of suicidal impulses has however, may suppress (or pamallv. tne signs and symptoms of the sy andthereuv may possibly mask the underlying The prescriber should he_aware thal the figures in the tables and _tabulallons cannot be u_sed to predict the |ncndence_ of slde effe_ct_s in phrenia: The incidence of di due to adverse reactions for quetiapine-treated and placebo-treated patients was
25 - 50 mg twice a day, in intervals of not less not been established, there is concern that such symp may rep p to ging suicidality. process. The effect that symptomatic suppression has upon the long-term course of the syndrome is unknown. tne cuursel of usual n?edn:al plactlne where patient charactarlstlns and nthar factors differ fnnn thnse tnat nrevalled |n thelcllnn:al 82% and 2.7%, respectively. The adverse event leading to discontinuation in 1% or more of patients on quetiapine and at a greater
than 2 days. Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whose Elilv?n these cnnslderat!nns Iqueuaplne should be prescribed in a manner that is most likely to minimize the occurrence of tardive trials. Similarly, the t;lt_ed frequenues&annt{)tﬁ_compa|r1ed with fldgures O'Em:EEd from _t:]l_her chllnl_cal |nve_ith|gat|un; |nyu|fvmg til_ffertam incidence than placebo was somnolence (2.7% and 0% for placebo).
Schizophrenia- Day 1: 25 mg twice daily. 400-800 mg]day 800 mglday depression is persistently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to worsening ! . Chronic antipsy i t should generally be reserved for patients who appear to suffer from a chronic illness that “h ot usesfbanl y p Zc' Ef igures, ;W?(‘j"?'r”“ P(“V{de G‘PfehSC” '"Ell P YSIEIE; V;' some basis for estimating Bipolar | Mania: The incidence of discontinuation due to adverse reactions for quetiapine-treated and placebo-treated patients was
Adolescents (13-17 years) | Day 2: Twice daily dosing totaling 100 mg. depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part of the patient's presenting (1)is known to respond to antipsychotic drugs, and (2) for whom alternative, equally effective, but potentially less harmful treatments the relative contribution of drug and non-drug factors to the side effect incidence in the population studied. ) 11.4% and 4.4%, respectively. The adverse leading to di in 2% or more of patients on quetiapine and at a
Day 3: Twice daily dosing totaling 200 mg. symptoms. are not available or appropriate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treatment Table 9 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy of greater incidence than placebo were somnolence (4.1% vs. 1.1%) and fatigue (2.1% vs. 0).
- Twi ; ; ; roducing a satisfactory clinical response should be sought. The need for d should be d periodically. schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 2% or more of patients treated with quetiapine (doses ranging from — ;
Day & Tw!ce da!ly dns!ng lntal!ng 300 mg. Families and caregivers of patients being treated with antidepressants for major depressive disorder or other indications, P ] y ! " ’ T : ‘ : di I dorad 7510 ;IJU mg/dal‘]{) where the incidenpce in patienls':realed with quetiapine was gleZter than the incidenn: in plapneho-tleated pgtignts Gommonly Dbserved Adverse Reactions n Short-Term, Placebo- Contalled Trils
Day 5: Twice daily dosing totaling 400 mg. both psychiatric and non-psychiatric, should be alerted about the need to monitor patients for the emergence of agitation, If signs and symptoms of tardive dyskinesia appear in a patient on drug should be However, i ) ) - ) N In therapy for schizophrenia (up to 6 weeks). the most commonly observed adverse reactions associated with the use of quetiapine in
Further should be in no irritability, unusual changes in hehavmr and the other symptoms described above, as well as the emergence of suicidality, some patients may require treatment with quetiapine despite the presence of the syndrome. Tﬂhle_9= MVETSE_REHBWH Incidence in 3- to 12-Week Placebo-Controlled Clinical Trials for the Treatment of enia dol idence of 5% or greater and quetiapine incidence at least twice that for placebo) were somnolence (34%), dizziness
greater than 100 mglday within the recommended and to report such ly to healthcare providers. Such monitoring should include daily observation by 5.7  Hypotension and Bipolar Mania (Monotherapy) (127%),dry mouth (7%), tachycardia (7%).
dose range of 400-800 mg/day... families and caregivers. Prescriptions for quetiapine should be written for the smallest quantity of tablets consistent with good Quetiapine may induce orthostatic hypotension associated with dizziness, tachycardia and, in some patients, syncope, especially Preferred Term Quetiapine PLACEBO In bipolar mania therapy (up to 3 weeks) the most commonly observed adverse reactions associated with the use of quetiapine in
Basadl on response ?{ﬂd toleralnlny, may be patient management, in order to reduce the risk of overdose. during the initial dose-titration period, probably reflecting its o,-adrenergic antagonist properties. Syncope was reported in 1% (n=719) (n=404) children and adolescents (incidence of 5% or greater and quetiapine incidence at least twice that for placebo) were somnolence (53%),
— m —— ,“"ee times daily. 200-800 mald 800 ald Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipolar disorder. It is (28/3265) of the_patients "_9619'1_ Vﬁ‘“ quetiapine, compared with 0.2% (2/954) on placebo and about 0.4% (2/527) on active control Headache 21% 14% uizziness (18%), fatigue (11%), increased appetite (9%), nausea (8%), vomiting (8%), tachycardia (7%), dry mouth (7%), and weight
ot -o0U mgiday mgiday generally believed (though not established in controlled trials) that treating such an episode with an antidepressant alone may increase drugs. Orthostatic hypotension, dizziness, and syncope may lead to falls. Agitation 20% 7% increased (6%).
Bipolar Mania- Adults Day 1: Twice daily dosing totaling 100 mg. 400-800 mg/day 800 mg/day the likelihood of pr ofa d/manic episode in patients at risk for bipolar disorder. Whether any of the sympi described Quetiapine should be used with particular caution in patients with known cardiovascular disease (history of myocardial infarction or In an acute (8-week) quetiapine extended-release tablets trial in children and adolescents (10 to 17 years of age) with bipolar
Monotherapy or as an Day 2: Twice daily dosing totaling 200 mg. above rep sucha ion is unk However, prior to initiating with an antidep including ischemic heart disease, heart failure, or conduction abnormalities), cerebr disease or conditions which would predispose Somnolence 18% 8% depressmn in which efficacy was not established, the most commonly observed adverse reactions associated with the use of
adjunct to lithium or Day 3: Twice daily dosing totaling 300 mg. patients with dep ymp should be adk ly screened to determine if they are at risk for bipolar disorder; such screening patients to hypotension (dehydration, hypovolemia, and treatment with antihypertensive medications). The risk of orthostatic Dizziness 1% 5% extended-rell tablets (incid of 5% or greater and at least twice that for placebo) were dizziness 7%, diarrhea 5%,
divalproex Day 4: Twice daily dosing totaling 400 mg. should include a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depression. hypotension and syncope may be minimized by limiting the initial dose to 25 mg twice daily /see Dosage and Administration (2.2)]. 1f fatigue 5%, and nausea 5%.
Further dosage a_diustmems up to 800 mg/day by 5.3 Cerebr lar Adverse R Including Stroke, in Elderly Patients with Dementia-Related Psychosis hypotension occurs during titration to the target dose, a return to the previous dosein the titration schedules appropriate. Dry Mouth %% 3% Adverse Reactions Occurring at an Incidence of > 2% among Quetiapine Treated Patients in Short-Term, Placebo-
Day 6 should be in increments of no greater than In placeho- Iled trials with ri aripiprazole, and ol in elderly subjects with dementia, there was a higher incidence 5.8 Falls Constipation 8% 3% Controlled Trials
200 mg/day. of cerebr adverse ( I id, and transient ischemic attacks) including fatalities compared to Atypical antipsychotic drugs, including may cause postural hyp motor, and sensory instability, which Pain 7% 5% P 131017 yearsold)
Bipolar Mania- Children Day 1: 25 mg twice daily. 400-600 mg/day 600 mg/ placebo-treated subjects. Quetiapine is not approved for the treatment of patients with dementia-related psychosis /see also Boxed may lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions, or medications that could . -

. . . . g . ’ ’ . . - ThfII fi k placeb lled trial in which d h f 4
and Adolescents (10 to 17 | Day 2: Twice daily dosing totaling 100 mg. day Warning and Warnings and Precautions (5.1)]. exacerbate these effects, complete fall risk when initiating antipsych and recurrently for patients on long- Tachycardia 6% 4% BU% r:gm:m indings were based on a 6-wee trialin whic was ingither doses of 400 or
years), Day 3: Twice daily dosing totaling 200 mg. . . term antipsychotic therapy. Vomiting 6% 5% )

- Twice dai : ; 5.4  Neuroleptic Malignant Syndrome (NMS) ! 9 ? ? Table 13 the incid ded to th f ions th during th k:
Monotheral Day 4: Twice daily dosing totaling 300 mg. ¢ " . _ . . i able e rounded to the nearest percent, of adverse reactions that occurred during therapy (up to 6 weeks)
py Da; b Twice dailz dusing (utaling 400 mg. Ap fatal symp complex referred to as p Syndrome (NMS) has been reported in 5.9 Increasesin Blood Pressure (Children and Adolescents) Asthenia 5% 3% of schizophrenia in 2% or more of patients treated with quetiapine (doses of 400 or 800 mg/day) where the incidence in patients
Further should be in i o with administration of antipsychotic drugs, including quetiapine. Rare cases of NMS have been reported with quetiapine. In placebo-controlled trials in children and adolescents with schizophrenia (6-week duration) or bipolar mania (3-week duration), the Dyspepsia 5% % treated with quetiapine was at least twice the incidence in placebo-treated patients.
greater than 100 my/day within the recommended Clinical of NMS are hyperpy muscle rigidity, altered mental status, and evidence of autonomic instability (irregular incidence of increases at any time in systnllu hluud plressu.velzztl mmHg) was 15.2% (51/335) for quetiapine and 5.5% (9/163) for - - - Adverse that were p - Jated with higher frequency in the 800 mg group compared to the 400 mg group
dose range of 400-600 mglday pulse or blaod pressure, tachycardla diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatinine placebo; the incidence of increases at any time in diastolic blood pressure (=10 mmHg) was 40.6% (136/335) for and Weight Gain 5% 1% included dizziness (8% vs. 15%) dry mouth(4% vs. 10%) andtachycardla(s% vs. 11%).
r yolysis) and acute renal failure. 24.5% (40/163) for placebo. In the 26-week open-label clinical trial, one child with a reported history of hypertension experienced a ALT Increased 5% 1% . X ! . .
Based on res.ﬂ?::: ?i:?e;o:i?ila\:]“nyv e The diagnostic evaluauon of patients with this syndrome is complicated. In arriving at a di it is important to exclude cases hypertensive crisis. Blood pressure in children and adol should be 1 at the L of, and periodically during Aniety W T Table 13: Adverse R Incidence in a 6-Week Placeho-Controlled Clinical Trial for the Treatment of Schizophrenia in
- o ) S - Adol Patients
" - — - - here the clinical presentation includes both serious medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or treatment.
Bipolar Depression- Adults Administer once daily at bedtime. 300 mg/da 300 mg/da w P it
’ P Day 1: 50 mg v ulday ylday inad ly treated extrapy | signs and symp: (EPS). Other important considerations in the differential diagnosis include In a placebo-controlled quetiapine extended-release tablets clinical trial (8 weeks duration) in children and adolescents (10 to 17 years of Pharyngitis 4% 3% Preferred T Quetiapine 400 mg Quetiapine 800 mg Placebo (n=75)
Day 2: 100 mg central anticholinergic toxicity, heat stroke, drug fever, and pnmarv central nervous system (CNS) pathology. age) with bipolar depression, in which efficacy was not established, the incidence of increases at any time in systolic blood pressure Rash 4% 2% reterred ferm (n=73) (n=74) -
' fiate di i (=20mmHg) was 6.5% (6/92) for quetiapine extended-release tablets and 6.0% (6/100) for placebo; the incidence of increases at any time - - S lence’
Day 3: 200 mg The management of NMS should include: 1) i of antipsy drugs and other drugs not essential to \=cumn 152 Abdominal Pain T 1% omnolence 33% 35% 1%
Day 4: 300 mg concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treatment of any concomitant serious medical indiastolic blood pressure (= 10 mmHg) was 46.7% (43/92) for quetiapine extended-release tablets and 36.0% (36/100) for placebo. : b o —
Bipolar | Disorder Administer twice daily totaling 400800 mgiday as | _400-800 mg/day 800 mg/day problems for which specific treatments are available. There is no general agreement about specific pharmacological treatment 5.10 Leuk ia, N p and Agranul Postural Hypotension 4% 1% Dizziness 8% 15% 5%
. : b i i i for NMS. i
Maintenance Therapy- adjunct to lithium or divalproex. Generally, in the regimens In clinical trial and postmarketing expenence evenls of leukopenia/neutropenia have been reported temporally related to atypical Back Pain 3% 1% Dry Mouth 4% 10% 1%
Adults maintenance phase, patients continued on the If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of drug therapy should be antipsychotic agents, including quetiapine. Agranulocytosis has been reported. AST Increased 3% 1% Tachycardia® »
same dose on which they were carefully considered. The patient should be carefully monitored since recurrences of NMS have been reported. Agranulocytosis (defined as absolute neutrophil count < 500/mm’) has been reported with quetiapine, including fatal cases and cases Rhinii % % 6% 1% 0%
Mai T ia and Bipolar | Disorder 55 Metabolic Changes in patients without pre-existing risk factors. Neutropenia should be considered in patients presenting with infection, particularly in the initis ’ ° Irritability 3% 5% 0%
for enia . N ) X X : . . . N . . . . . . - .
Maintenance Treatment - Patients should be periodically reassessed to determine the need for maintenance treatment and the Atypical antipsychotic drugs have been associated with metabolic changes that include hyperglycemi mellitus, dyslipi ahsef‘“ "f obvious predisposing fa“f“'(s)' orin patlents with unexnlalned fever, and should be managed as ':I'""?a"'{ appmpnata. Fever 2 % Arthralgia " 3% 0%
appropriate dose for such treatment [see Clinical Studies (14.2). 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 Possible risk factors for leukopenialneutropenia include pre-existing low white cell count (WBC) and history of drug induced Gastroenteritis 2% 0%
o i specific risk profile. In some patients, a worsening of more than one of the metabolic parameters of weight, blood glucose, and lipids leukopenia/neutropenia. Patients with a pre-existing low WBC or a history of drug induced leukopenia/neutropenia should have their Amblvoni 2% % Asthenia 1% 3% 1%
E-a ” Dose M‘}'\"'fl'l;’;"‘f“s n E""I"'V Pat"’“‘fsd rationandal dosein the elderly andin pati hoare debiitated was observed in clinical studies. Changes in these metabolic profiles should be managed as clinically appropriate. complete blood count (CBC) monitored frequently during the first few months of therapy and should discontinue quetiapine at the first mblyopia ° Back Pai " ” o
onsideration should be given to a slower rate of dose titration and a lower target dose in the elderly and in patients who are debilitate . ) - sian of a decline in WBC in absence of other causative factors _ i i _ L ack Pain h
. S ’ -~ . Hyperglycemia and Diabetes Mellitus 9 - In the acute adjunct therapy of bipolar mania (up to 3 weeks) studies, the most commonly observed adverse with
or vahn hz:jve.;:h,, tioninth to ’t'i " lsee Clinical f {12.3) When indicated, dose escalation should he Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, has been reported in patients Patients with neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated promptly if such the use of quetiapine (incidence of 5% or greater) and observed at a rate on quetiapine at least twice that of placebo were somnolence Dyspnea 0% 3% 0%
performe -WI caution in these patien s.. . _ N y treated with atypical antipsy including quetiapine. A of the ip between atypical antipsychotic use and ymptoms or signs occur. Patients with severe neutropenia (absolute neutrophil count < 1000/mm’) should discontinue quetiapine and (34%), dry mouth (19%), asthenia (10%), constipation (10%), abdominal pain (7%), postural hypotension (7%), pharyngitis (6%), and Abdominal Pain 3 1% 0%
Eld:'y |:.at.|en|ts should be sdtarredt‘:}:'que:lar:]"?enjt'at');ml 50 r_ng/day and the dose can be n of 50 mg/day glucose abnormalities is complicated by the possibility of an increased background risk of diabetes mellitus in patients wnh have their WBC followed until recovery. weight gain (6%). 0 v
on the clinical response and tolerability of the individual patient. ia and the i of diabetes mellitus in the general p Given these the i Table 10 enumerates the incidence, rounded to the nearest t, of ad: tions that d during th t03 ks) of i 9
p L 5.11 Cataracts X percent, of adverse reactions that occurred during therapy (up to 3 weeks) o Anorexia 3% 1% 0%
2.4  DoseModifications in Hepatically Impaired Patients he_twee_n at_vplcal a_n'npsychotlc use and hyperglycemla related_ adverse reactlons |s_ nut_ cum;_)letely understuud. Huweuer, The development of cataracts was observedin with in chronic dog studies [see Nonclinical Toxicology acute_ maniain 2% or more o_f patients tn_zated with quet_iapine (_doses ranging from 100 to 8[]0 mg/dayl used as adjunct lh_erapy to lithium Tooth Abscess % % %
Patients with hepatic i.mpailmenl shau-hj be staneu on 25 mg/day. The duse_s_huuld be incneased daily in increments of 25 mg/day to epluemmlllng!nal ;tudnas sukggest an |m;reased ”S.k of hyperglyc ! lated adverlse ¢ in p;lle.nrt]s treale:‘l W|.th th; a?yplcal (13.2). Lens changes have also been observed in adults, children, and adol during long-t tablets buta and divalproex where the incidence in patients treated with quetiapine was greater than the incidence in placebo-treated patients.
50mglday to an effective dose, depending on the clinical response and tolerability of the patient. an:lpsy_vi glt":s' reciseris orhypergly related acverse in patients treated with atypical antipsychotics are causal relationship to quetiapine use has not been established. Nevertheless, the possibility of lenticular changes cannot be excluded at Table 10: Adverse Reaction Incidence in 3-Week Placeho-Controlled Clinical Trials for the Treatment of Bipolar Mania Dyskinesia 3% 0% 0%
2.5 Dose Modifications when used with CYP3A4 Inhibitors no laval a .E' X i . . . . . this time. Therefore, examination of the lens by methods adequate to detect cataract formation, such as slit lamp exam or other (Adjunct Therapy) Enistaxis 3% 0% 1%
Quetiapine tablets dose should be reduced to ane sixth of original dose when co-medicated with a potent CYP3A4 inhibtor (e.g,, ~ Fatients with an established diagnosis of diabetes melitus who are started on atypical antipsychotics should be monitored regularly —appropriately sensitive methat, is recommended at initation of treatment or shortly thereater, and at 6-month intervals during Preferred Torm Quetiapine (n=196) PLACEBO (n=203) ’ -
ketoconazole, itraconazole, indinavir, ritonavir, nefazodone, etc.). When the CYP3A4 inhibitor is di i, the dose of for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of diabetes) who are chronic treatment. Muscle Rigidity 3% 0% 0%
tablets should be increased by 6-fold see Clinical Pharmacology (12.3) and Drug Interactions (7. 1). starting treatment with atypical antipsychotics should undergo fas'nng blood glucose testing at the beginning of lreatment and 5.12 QT Prolongation Somnolence 34% 9% - - -
. i periodically dunng treatment. Any panent treated with atypical antipsychotics should be monitored for ymp! of hypergly e rolong - 1. I bines adverse reaction terms somnolence and sedation.
é-ﬁ ti POS: '::nlm:“m:s ‘I'l‘inlller! o Wl;th ctYPSE:‘AI‘:IInfdtTers' inal d hy di bination with a chronic treatment ncluding polyipsia, polyuia, polyphagia, and wezk Patints who develop of hyperglycenia during with IsI]/sctltla?TI::::ctarlllzlsevaluated in avzahf)rgﬂ;h QT study. ‘I"rl1n:u:t marketing :]xc;::::zc:] glrLﬂ:z:::|ias”;"‘:i;ilrt:‘:le‘]fﬂgTe:fl?Bl gt miJr: Dry Mouth 9% 3% 2 Tachycardiacombines adversereacton ermstachycadia andsinus achycardi.
uetiapine tablets dose should be increased up to o-fold ot the original dose when used in combination with a chronic treatment {e.g., atypical antipsychotics should undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved when the atypical 4 . . .
greater than 7 to 14 days) of a potent CYP3A4 inducer (e.g., phenytoin, carbamazepine, rifampin, avasimibe, St. John's wort etc.). The \:p h I'p 4 discontinued: h b ¢ ti gt ired y tinuation of ‘;lp bgfy treatment despite disconti ‘Yp f patients who overdosed on ine [see Overd (10.1)}, in patients with concomitant illness, and in patients taking medici Headache 7% 13% BIpnIarIManla ((_!hlllirenand Adolescents 10 to 17 years old) A L
dose should be titrated based on the clinical response and tolerability of the individual patient. When the CYP3A4 inducer is :: e ntldc ovas ISEONIIUEL, TOWEVEr, some patlnts requlred continiaton of entanetl Heatment fespite Ascantiuaton o known to cause electrolyte imbalance or increase QT interval [see Drug Interactions (7. 1)} Astheni 10% % The following findings were based on a 3-week placeb trialin which g was in ither doses of 400 or
0se sh 20 ¢ i Ind - fnen | e suspect drug. - sthenia 600 mg/day
discontinued, the dose of quetiapine tablets should be reduced to the original level within 7 to 14 days /see Clinical Pharmacology (12.3) Adults: The use of quetiapine should be avoided in combination with other drugs that are known to prolong QTc including Class 1A y
lults: - .
and Drug Interactions (7.1)]. antiarrythmics (e. ulnldlne, rocalnamlde) or Class Il antiarrythmics (e.g., amiod; sotalol), antipsych di (e.g., Constipation 10% 5% Commonly Observed Adverse Reactions
Table 3: Fasting Glucose-Proportion of Patients Shifting to =126 mg/dL in Short-Term (< 12 weeks) Placebo-Controlled ' Al 3 ' i ibioti ' s < s . In bipolar mania therapy (up to 3 weeks) the most commonly observed adverse reactions associated with the use of quetiapine in
2.7 Re-initiation of Treatmentin Patients Previously Discontinued Studies’ ziprasidone, (e.. gatiftoxacin, moxifoxacin), or any other cass of medications known to Dizziness 9% 6% children and adolescents (incidence of 5% or greater and quetiapine incidence at least twice that for placebo) were somnolence (53%)
udies : AP - had o X
Although there are no data to specifically address re-initiation of treatment, it is recommended that when restarting therapy of patients Pm'ﬂlng llhE QTcinterval (E-D-.l ami yl acetate, : . . - - dizziness (18%), fatigue (1%, increased appetite (9%), nausea (8%), vomiting (8%), tachycardia (7%),dry mauth (7%), and weight
who have been off quetiapine tablets for more than one-week, the initial dosing schedule should be followed. When restarting patients Laboratory Analyte Category Change (At Least Treatment Arm N Patients Quetiapine should also be avoided in circumstances that may increase the risk of occurrence of torsade de pointes and/or sudden death remor 8% increased (6%).
who have been off quetiapine tablets for less than one-week, gradual dose escalation may not be required and the dose Once) from Baseline n (%) including (1) a history of cardiac arrhythmias such as bradycardia; (2) hypokalemia or hy 3) use of other Abdominal Pain 7% 3% - ) )
may be re-nitiated Normal to High Toetionine 2907 71 24% drugs that prolong the QTc interval; and (4) presence of congenital prolongation of the QT interval. Table 14 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during therapy (up to 3 weeks)
. g P - . . L R . . L | : 1 of bipolar maniain 2% or more of patients treated with quetiapine (doses of 400 or 600 mg/day) where the incidence in patients treated
2.8 Switching from Antipsychotics <100 mg/dL ¢ Caution should also be exercised when quetiapine is prescribed in patients with risk of QT pr (e.g., Postural Hypotension 7% 2% with was greater than the incidence i placebo-treated patients
Tnere are no s : - P~ . . . . . . ( malet to Placebo 1346 19 (1.4%) disease, family history of QT prolongation, the elderly, congestive heart failure, and heart hypertrophy). o " v X P P )
ystematically collected data to specifically address switching patients with schizophrenia from antipsychotics to =126 mgldL) Agitation 6% 4% Adverse that were d lated with higher frequency in the 600 mg group compared to the 400 mg group
tahlets, or i administration with While i fiate di of the previous Borderline to Hi . 5.13 Seizures o o
. gh : . included somnolence (50% vs. 57%), nausea (6% vs. 10%) and tachycardia (G% vs. 9%).

f may be for some patients with schizophrenia, more gradual discontinuation may be most Fasting Glucose (= 100 myldL. and Quetiapine 572 67 (11.7%) During clinical trials, seizures occurred in 0.5% (20/3490) of patients treated with quetiapine compared to 0.2% (2/954) on placebo Weight Gain 6% 3h . o
appruprlate for others. In al cases, the period of overlapping antlpsvchutlc should be i. When switchi <126 mg/dL to = 126mg/dL) Placebo 279 33(11.8%) and 0.7% (4/527) on active control drugs. As with other antipsychotics, quetiapine should be used cautiously in patients with a history Pharyngitis 6% 3% Ta:l:z M Ad"e’;e Reactions in a 3-Week Placebo-Controlled Clinical Trial for the Treatment of Bipolar Mania in Children
patients with D from depot antipsychotics, if medically appropriate, initiate quetiapine tablets therapy in place of the next — L of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's d Conditions that lower the seizure an atients
scheduled injection. The need for existing EPS medication should be re-evaluated periodically. |1 . |nﬂz|zd95 qll('ii{allll("e :_"'1 que‘t'alJI:": 9?295"'19'::'9?3?9 ’1?:“;» h auetoin) designed t evaluate alycenic staus with oral threshold may be more prevalent in a population of 65 years or older. Back Pain 5% 3% Preferred Term Quetiapine 400 mg Quetiapine 600 mg Placebo (n=90)

n a 24-week trial (active-controlled, atients treated with quetiapine) designed to evaluate glycemic status with oral glucose -
3 DOSAGE FORMS AND STRENGTHS tolerance testing of all patients, at Week 2?1 thei ofa q' I ; h, "U lucose Ieve?v>2[](] mg/dL was 1.7% gnd the 5.14 Hypothyroidism Hypertonia 4% 3% (n=95) (n=98)
. Quetiapine Tablets USP, 25 mg are peach colored, round shaped, biconvex, film-coated tablets debossed with '44" on one side - gcralp ! o T » guco: o gie e Adults: Clinical trials with quetiapine di d lated d in thyroid hormone levels. The reduction in total and free ' 50% 57% 14%
i S ’ ' ’ incidence of a fasting blood glucose level = 126 mg/dL was 2.6%. The mean change in fasting glucose from baseline was 3.2 mg/dL Rhinitis 4% 2%
and'l" on the other side . . - thyroxine (T,) of appronmatelyZU% at the higher end of the therapeutic dose range was maximal in the first six weeks of and ° ° P 1 I [
- . . . " - and mean change in 2-hour glucose from baseline was - 1.8 mg/dL for quetiapine. Dizziness 19% 17% 2%
] Quetiapine Tablets USP, 50 mg are white to off white colored, round shaped, biconvex, film-coated tablets debossed with '47 ) o A ) : . maintained without adaptation or progression during more chronic therapy. In nearly all cases, cessation of quetiapine treatment was Peripheral Edema 2% 2%
ononesideand 'I' on the other side. In21 g-te nlaceb ; olled withdrawal EI'"'ca_I trials for bipolar | “'5""?9’ maintenance, mean exposure of 213 days associated with a reversal of the effects on total and free T,, irrespective of the duration of treatment. The mechanism by which ’ ’ i Nausea 6% 10% 4%
e (Quetiapine Tablets USP, 100 mg are yellow colored, round shaped, biconvex, film-coated tablets debossed with '55' on one side for quetiapine (646 panentt)fand |1 52 dayTshfur placebo (680 panents),fthe mean changelln glulcuse fr::m 'ias:"]"; was +L5.f0 mg]dL for quetiapine effects the thyroid axis is unclear. If there is an effect on the hypothalamic-pituitary axis, of TSH alone may Twitching 4% 1% Fatigue 14% 9% 4%
and 'I' on the other side. ﬂ“e‘lﬁtl:llnﬁ g": -0-05 mg|d Oll :lhﬂDEbO- e expﬂsil_re-tadlusted rtalhe o Zny Increalst;d:food g u?us_e 'e‘tlek(? Bﬂm'?j,dd) or pfanints not accurately reflect a patient's thyroid status. Therefore, both TSH and free T,, in addition to clinical assessment, should be Dyspepsia 4% 3 Increased Appetite 10% 9% 1%
e Quetiapine Tablets USP, 200 mg are white to off white colored, round shaped, biconvex, film-coated tablets debossed with '56' m"fed) an 1;:']'5 S";C;Ua m:a h owev:r, S""': pa 'E'"I E '7":'/" '}" tf’"’i een é";é“) u : A rS";" ':al "”eb'" a em'l’]"" t_”' lS """?4 aﬁs%:ng measured at baseline and at follow-up. ySpep Tachvcardi % % ™
N " h riod) was 18.0 per ient years for quetiapine (10. ients; n= nd 9.5 for r ient years (4. o . L . ) - ) - !
onone s!de andI"on the other side. . . X y ) zztig,nts-zs: 581)pe patient years or quetiapine ° 01 patiems @ orpacebope patlent years o In the mania adjunct studies, where quetiapine was added to lithium or divalproex, 12% (24/196) of quetiapine treated patients Depression 3% 2% Dry Mouth 7% % o
®  (Quetiapine Tablets USP, 300 mg are white to off white colored, capsule shaped, biconvex, film-coated tablets debossed with ' : compared to 7% (15/203) of placebo-treated patients had elevated TSH levels. Of the quetiapine treated patients with elevated TSH N ; ¥ ? °
*45' on one side and "' on the other side. levels, 3 had simultaneous low free T Jevels [free T, < 0.8 LLN). Amblyopia 3% Zh Vomiting 8% 7% 3%
° g:z::?jl:?nrna:]}:?:ﬂl:;zijem my are yellow calored, capsule shaped, biconvex, film-coated tablets debossed with 57" on one About 0.7% (26/3489) of quetiapine patients did experience TSH increases in monotherapy studies. Some patients with TSH increases Speech Disorder 3% 1% Nasal Congestion 3% 6% 2%
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important when an antidepressant medicine is started or when the dose is changed.
0 Callthe healthcare provider right away to report new or sudden changes inmood, behavior, thoughts, or feelings.

0 Keep all follow-up visits with the healthcare provider as scheduled. Call the healthcare provider between visits as needed,
especially if you have concerns about symptoms.

Never stop an antidepressant medicine without first talking to your healthcare provider. Stopping an antidepressant

an extreme increase in activity and talking (mania)
medicine suddenly can cause other symptoms.

acting aggressive, being angry, or violent
other unusual changes in behavior or mood

Call a healthcare provider right away if you or your family member has any of the following symptoms, especially if they
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 on dangerous impulses

are new, worse, or worry you
What else do | need to know about antidepressant medicines?

Antidepressants are medicines used to treat depression and other illnesses. It is important to discuss all the risks of

. Know all of the medicines that you or your family member

der if you have or have had
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quetiapine tablets and also during therapy

If you become pregnant while receiving quetiapine tablets, talk to your healthcare provider about registering with the National

Pregnancy Registry for Atypical Antipsychotics. You can register by calling 1-866-961-2388 or go to

http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/
breast-feeding or plans to breast-feed. Quetiapine can pass into your breast milk. Talk to your healthcare provider about the best

way to feed your baby if you receive quetiapine tablets
if you have or have had a condition where you cannot completely empty your bladder (urinary retention), have an enlarged

pregnancy or plans to become pregnant. Itis not known if quetiapine tablets will harm your unborn baby.
prostate, or constipation, or increased pressure inside your eyes.

highlevels of total cholesterol, triglycerides or LDL-cholesterol, or low levels of HDL- cholesterol
Quetiapine tablets and other medicines may affect each other causing serious side effects. Quetiapine tablets may affect the way

Tell the healthcare provider about all the medicines that you take or recently have taken including prescription medicines,
other medicines work, and other medicines may affect how quetiapine tablets work.

over-the-counter medicines, herbal supplements, and vitamins.
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Tell your healthcare provider if you are having a urine drug screen because quetiapine tablets may affect your test results. Tell those

ities until you know how quetiapine tablets affect you. Quetiapine

If you miss a dose of quetiapine tablets 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

If you feel you need to stop quetiapine tablets, talk with your healthcare provider first. If you suddenly stop taking
quetiapine tablets, you may have side effects such as trouble sleeping or trouble staying asleep (insomnia), nausea, and vomiting.

Take quetiapine tablets exactly as your healthcare provider tells you to take them. Do not change the dose yourself.
Do not drink alcohol while taking quetiapine tablets. It may make some side effects of quetiapine tablets worse.
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Preferred Term Quetiapine 400 mg Quetiapine 600 mg Placebo (n=90) Schizophrenia observed at doses of 10 and 50 mg/kg, or approximately 0.1 and 1 times the MRHD of 800 mg/day based on mg/m’body surface area. Figure 2: Kaplan-Meier Curves of Time to Recurrence of a Mood Event (Study 8)
(n=95) (n=98) The efficacy and safety of inthe of schizophrenia in adol aged 13 to 17 years were demonstrated in one 6- The no-effect dosein female rats was 1 mg/kg, or 0.01 times the MRHD of 800 mg/day based on mg/m’body surface area.
Weight Increased &% &% % week, _liquble-bliqd, placebo-controlled trial /see Indications and Usage (1.1), Dosage and Administration (2.2), Adverse Reactions (6.1), 13.2 Animal Toxicology andjor Pharmacology g e
Irritability 3% 5% 1% H"MI'”'MIS{M?S (14.1). o o . i X Quetiapine caused a dose-related increase in pigment deposition in thyroid gland in rat toxicity studies which were 4 weeks in duration % e
- P Safety and effectiveness of quetiapine in pediatric patients less than 13 years of age with p have not been established or longer and in a mouse 2-year carcinogenicity study. Doses were 10, 25, 50, 75, 150 and 250 mg/kg in rat studies which are H
Pyrexia 1% 4h % Mai approximately 0.1, 0.3, 0.6, 1, 2 and 3-times the MRHD of 800 mgday based on mg/m’ body surface area, respectively. Doses in the 5
Aggression 1% 3% 0% The safety and effecti of quetiapine in the of bipolar disorder has not been established in pediatric mouse carcinogenicity study were 20, 75, 250 and 750 mg/kg which are approximately 0.1, 0.5, 1.5, and 4.5 times the MRHD of §
Musculoskeletal Stiffness 1% 3% 1% patients less than 18 years of age. The safety and effecti of quetiapine in the of schizophrenia has not 800 mg/day based on mg/m’body surface area. Pigment deposition was shown to be irreversible in rats. The identity of the pigment g
Accidental Overdose 0% 2% 0% been established in any patient p including pediatric patients. could not be determined, but was found to be co-localized with quetiapine in thyroid gland follicular epithelial cells. The functional ;
" " Bipolar Mania effects and the relevance of this finding to human risk are unknown. S
Acne 3% Zh 0% The efficacy and safety of quetiapine in the treatment of mania in children and adolescents ages 10 to 17 years with bipolar | disorder In dogs receiving quetiapine for 6 or 12 months, but not for 1-month, focal triangular cataracts occurred at the junction of posterior E
Arthralgia 4% 2% 1% was demonstrated in a 3-week, double-blind, placeho- lled, multi trial /see Indic and Usage (1.2), Dosage and sutures in the outer cortex of the lens at a dose of 100 mg/kg, or 4 times the MRHD of 800 mg/day based on mg/m’body surface area.
Lethargy 2% 2% 0% Administration (2.3), Adverse Reactions (6. 1), and Clinical Studies (14.2)]. This finding may be due to inhibition of cholesterol biosynthesis by iapine. Q caused a d lated redi in plasma
Pallor 1% 2% 0% Safety and effectiveness of quetiapine in pediatric patients less than 10 years of age with bipolar mania have not been established hol | levels in repeat-dose dog and monkey studies; however, there was no correlation between plasma cholesterol and the oo W) e e
" o Bipolar Depression presence of inindividual dogs. The app of delta-8-chol lin plasma is with inhibition of a late stage in
Stomach Discomfort 4% Zh % . PP s . S . cholesterol biosynthesis in these species. There also was a 25% reduction in cholesterol content of the outer cortex of the lens
Syncope 2% 2% % Safet‘{ and eﬂe_ct_lvene_ss of quetla-pln_e in pediatric patients less than 18 years of age with bipolar depression have not been abserved in a special study in qustiapine treated female dogs. Drug.related cataracts have not been seenin any other species: however 16 ) I_IOWSUPPI.IEDISTIJHAGEAI\ID HANDLING _ ] ) )
blished. A clinical trial with extended-release tablets was conducted in children and adolescents (10 to 17 years of age) N pec Vinquetiap 9s. Drug N ¥ pecies; ’ Quetiapine tablets, USP 25 mg are peach colored, round shaped, biconvex, film-coated tablets debossed with ‘44" on one side and 'I' on
Vision Blurred 3% 2% 0% with bipolar depression, efficacy was not established. gl; 1.-vear;tu';\é:10miné(ggs, a/:tna;ed adppeala;lc?bnfdthe a:{ltermr lens surface was detected in 2/7 females at a dose of 225 mg/kg or the other side. They are supglied as follows:
Constipati 4% 2% 0% Some differences in the pharmacokinetics of quetiapine were noted between children/adolescents (10 to 17 years of age) and adults. o times the ’ moicaybasedonmgim body surtace area. Bottle of 100 tablets NDC 31722-764-01
Ear Pain 2% 0% 0% When adjusted for weight, the AUC and C,,, of quetiapine were 41% and 39% lower, respectively, in children and adolescents 14 I:I.II\_IICALST_UDIES Bottle of 500 tablets NDC 31722-764-05
! - 2% 0% 0% compared to adults. The pharmacokinetics of the active metabolite, norquetiapine, were similar between children/adolescents and 14.1 Schlzo;?hrema Blister Card of 10 unit dose tahlgts (Alu-Alu) NDC 31722-764-31
Sinus C: i 3% 0% 0% aduls after adjusting forweight/See Clincal Pharmacology (129 ?:::f.ftizzr:y]:fmls.edu'hsin the of ia was established in 3 short-term (6-week) controlled trials of inpatients g:m Eac: 0:1150('“:1)( o uhn|It da;%al;l\%%(/lluﬁlu) mgg g} ;gg;gigg
L enia - - ister Card of 10 unit dose tablets (PVC- -764-
Thirst 2% 0% 0% g-fslhe a‘:zr::t'":glseiim[] atientsin clinical studies with quetiapine, 7% (232) were 65 years o age or over,In general, there was no with schizophrenia who met DSM III-R criteria for schizophrenia. Although a single fixed dose haloperidol arm was included as a Blister Pack of 150 (15x10) unit doie tablets (F]’V(}PVdC) NDC 31722-764-34
roximately ients in clinical studies with quetiapine, were 65 year: rover. In general, there w; ; ; : P : ; ; ; ;
1 S I bines adverse ions terms and sedation. indication of any different ility of in the elderly compared to younger adults. Nevertheless, the presence of factors Ezzs::ia;;:eu;:;::?:';:I:a::Z:L;Z;J;Tee trials, this single haloperidol dose group was inadequate to provide a reliable and valid Quetiapine tablets, USP 50 mg are white colored, round shaped, biconvex, film-coated tablets debossed with 47" on one side and 'l on

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

that might decrease increase the phar ic response to quetiapine, or cause poorer tolerance or

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

the other side. They are supplied as follows:

Extrapyramidal Symptoms: orthostasis, should lead to consideration of a lower starting dose, slower titration, and careful monitoring during the initial dosing Scale (BPRS), a multi-tem inventory of general psychopathology traditionally used to evaluate the effects of drug treatment in Bottle of 100 tablets NDC 31722-765-01
In a short-term placeb: py trial in patients with ia (6-week duration), the aggregated period in the elderly. The mean plasma clearance of quetiapine was reduced by 30% to 50% in elderly patients when to The BPRS psychosis cluster ( I disorganization, hall  behavior, and unusual thought Bqllle 0f 500 tablels_ NDC 31722-765-05
incidence of extrapyramidal symptoms was 12.9% (19/147) for quetiapine and 5.3% (4/75) for placebo, though the incidence of the younger patients /see Clinical Pharmacology (12.3) and Dosage and Administration (2.3)]. content) is considered a particularly useful subset for actively psychoti N ic patients. A second traditional Bl!ster Card of 10 unit dose tahlgts (Alu-Alu) NDC 31722-765-31
individual adverse reactions isia, tremor, extrapyramidal disorder, hypokinesi psy ivity, muscle 8.6 Renal Impairment assessment, the Clinical Global Impression (CGI), reflects the impression of a skilled observer, fully familiar with the manifestations of Blister Pack of 100 (10 x 10) unit dose tablets (Alu-Alu) NDC 31722-765-32
rigidity, dyskinesia) did not exceed 4.1% in any treatment group. In a short-term placebo-controlled monotherapy trial in children and Clinical experience with quetiapine in patients with renal impairment is limited /see Clinical Pharmacology (12.3)] schizophrenia, about the overall cinical state of the patient. g::::: E:'r;li( n:]ff 11[[]]gT;t(f:fg)t::ilf:;(S:\i:[-:;:%vc . xgg g: ;gg;gggi

adolescent patients with bipolar mania (3-week duration), the aggregated incidence of extrapyramidal symptoms was 3.6% (7/193) or
quetiapine and 1.1% (1/90) for placebo.
Table 15 presents a listing of patients with adverse reactions potentially associated with extrapyramidal symptoms in the short-term

8.7  Hepatic Impairment
Since quetiapine is extensively d by the liver, higher plasma levels are expected in patients with hepatic impairment. In this
population, a low starting dose of 25 mg/day is recommended and the dose may be increased in increments of 25 mg/day to 50 mg/day

The results of the trials follow:
1. In a 6-week, placebo-controlled trial (n=361) (Study 1) involving 5 fixed doses of quetiapine (75 mg/day, 150 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 quetiapine were

Quetiapine tablets, USP 100 mg are yellow colored, round shaped, biconvex, film-coated tablets debossed with '55' on one side and 'I'
on the other side. They are supplied as follows:

placebo- o py trialin adol patients with ia (6-week duration). Isee Dosage and Administration (2.4) and Clinical Pharmacalogy (12.3)] generally superior to placebo on the BPRS total score, the BPRS psychosis cluster and the CGI severity score, with the maximal Bottle of 100 tablets NDC 31722-766-01
In Tables 15 to 16 dystonic event included nuchal rigidity, hypertonia, and muscle rigidity; parkinsonism included cogwheel rigidity and . o effect seen at 300 mg/day, and the effects of doses of 150 mg/day to 750 mg/day were generally indistinguishable. Bottle of 500 tablets NDC 31722-766-05
tremor; akathisia included akathisia only; dyskinetic event included tardive dyskinesia, dyskinesia, and ct I and other 9  DRUGABUSEANDDEPENDENCE 2. Ina6-week, placebo-controlled trial (n = 286) (Study 2)involving titration of quetiapine in high (up to 750 mg/day given in divided Blister Card of 10 unit dose tablets (Alu-Alu) NDC 31722-766-31
extrapyramidal event included restlessness and extrapyramidal disorder. 9.1 Controlled Substance dose_s l_hree times per day) and low (up to 250 mg/da_y given in divided doses three times per day) doses, only_the high dose Bl?ster Pack of 1[]0(_10x 10) unit dose tablets (Alu-Alu) NDC 31722-766-32
X P . Lo . . L Quetiapine are not a controlled substance. quetiapine group (mean dose, 500 mg/day) was superior to placebo on the BPRS total score, the BPRS psychosis cluster, and Blister Card of 10 unit dose tablets (PVC-PVdC) NDC 31722-766-33
pante 15: Mvorse Reaction P at‘f"n'")' Extrapy ymptoms i the Placebo Controlled Trialin Adolescent = the CGl severity score. Blister Pack of 100 (10x10) unitdose tablets (PVC-PVAC) NDC 31722-766.34
fentswi izophrenia 1w uration - hbuse . S . . . 3. Ina6-week dose and dose regimen comparison trial (n=618) (Study 3) involving two fixed doses of quetiapine (450 mg/day Quetiapine tablets, USP 200 mg are white colored, round shaped, biconve, film-coated tablets debossed with '56' on one side and 'I'
Preferred T Quetiapine Quetiapine All Quetiapine Placebo Quetiapine have not heen systematically studied, in animals or humans, for its potential for abuse, tolerance, or physical dependence. given in divided doses both twice daily and three times daily and 50 mg/day given in divided doses twice daily), only the 450 on the other side. They are supplied as follows:
referred ferm 400 mg/day (N=73) 800 mg/day (N=74) (N=147) (N=75) Wh'l‘? the °|""°?| trials did "O_t revea.l apy.tendency.for any drug-seeking h_ehavmr, thes? ohservat_mns were not S_YS“”"“"C and its not mg/day (225 mg given twice daily) dose group was superior to the 50 mg/day (25 mg given twice daily) quetiapine dose group on Bottle of 100 tablets NDC 31722-767-01
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 the BPRS total score, the BPRS psychosis cluster, and the CGl severity score Bottle of 500 tablet NDC 31722.767-05
n % n % n % n % once marketed. Consequently, patients should be evaluated carefully for a history of drug abuse, and such patients should be observed ) N § o - . . ottle abets el
" . . - : . L . The primary efficacy results of these three studies in the of inadultsis p inTable 19. Blister Card of 10 unit dose tablets (Alu-Alu) NDC 31722-767-31
Dystonic event 2 27 0 0.0 2 14 0 0.0 closely for signs of misuse or abuse of quetiapine, e.g., of tolerance, indose, drug g behavior. . . : N : R X Blister Pack of 100 (10 x 10) unit d blets (Alu-Al NDC 31722.767-32
— Examination of population subsets (race, gender, and age) did not reveal any differential responsiveness on the basis of race or gender, !ster acko (> x10) unit dose tablets (Alu-Alu) -/0/-
Parkinsonism 4 5.5 4 5.4 8 5.4 2 2.7 10 OVERDOSAGE with an apparently greater effect in patients under the age of 40 years compared to those older than 40. The clinical significance of this Blister Card of 10 unit dose tablets (PVC-PVC) NDC 31722-767-33
Akathisia 3 4.1 4 5.4 7 48 3 4.0 10.1 Human Experience finding is unknown. Blister Pack of 100 (10x10) unit dose tablets (PVC-PVdC) NDC31722-767-34
nsia - - - - In clinical trials, survival has been reported in acute overdoses of up to 30 grams of quetiapine. Most patients who overdosed Adolescents ages 13t0 17) Quetiapine tablets, USP 300 mg are white colored, capsule shaped, biconvex, film-coated tablets debossed with ‘45" on one side and I
Dyskinetic event 2 2.7 0 0.0 2 1.4 0 0.0 experienced no adverse reactions or recovered fully from the reported reactions. Death has been reported in a clinical trial following an The efficacy of quetiapine in the of schizophrenia in adol {13 to 17 years of age) was demonstrated in a 6-week onthe other side. They are supplied as follows:
Other Extrapyramidal overdose of 13.6 grams of q_uetiapine alope. fn gener_al, reported _signs and Svmplums were l_hose resulling fru.m an_exagge.rati_un of l_he double-blind, placebo-controlled trial (Study 4). Patienrts who met DSM-IV di ic criteria for schi ia were r i intn; Bottleof 60 tablets NDC 31722-768-60
Event 2 2.7 2 2.7 4 2.1 0 0.0 drug's knﬂerl 'pharma?olngmgl E"emf L8 drnwsmess: sedation, t.achycamla' hvpme.nsmn’ andlantlcholmergm toxicity including one of three treatment groups: quetiapine 400 mg/day (n=73), quetiapine 800 mg/day (n=74), or placerhn (n=75). Study medication Bottle of 100tablets NDC 31722-768.01
coma and delirium. Patients with pre-existing severe cardiovascular disease may be at an increased risk of the effects of overdose /see . . i, . . Bottle of 500 tablets NDC 31722-768-05
. . " . N X X 3 " 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 " ’
Table 16 presents a listing of patients with adverse reactions associated with extrapyramidal symptoms in a short-term placebo- Warnings and Precautions (5.12)]. _Une case, involving an estimated overdose of 9600 mg, was a§SOC|ated with hypokalemia and first- dose was titrated to the target dose of 400 mglday or 800 mg/day using increments of 100 mglday, divided and given two or three Bl!ster Card of 10 unit dose tahl_ets (Alu-Alu) NDC 31722-768-31
controlled monotherapy trial in children and adolescent patients with bipolar mania (3-week duration). degree heart block. In post-marketing experience, there were cases reported of QT prolongation with overdose. times daily. The primary efficacy variable was the mean change from baseline in total Positive and Negative Syndrome Scale (PANSS). Blister Pack of 100 (10 x 10) unit dose tablets (Alu-Alu) NDC 31722-768-32
T . . . . . . s 10.2 Management of Overdosage L . ) . . . Blister Card of 10 unit dose tablets (PVC-PVdC) NDC 31722-768-33
able 16: Adverse Reactions Associated with Extrapyramidal Symptoms in a Placebo-Controlled Trial in Children and - g g Quetiapine at 400 mg/day and 800 mg/day was superior to placebo in the reduction of PANSS total score. The primary efficacy results . .
" L n a N . p " . ok o " P ; . ] o ) . Blister Pack of 100 (10 x 10) unit dose tablets (PVC-PVdC) NDC 31722-768-34
Adolescent Patients with Bipolar | Mania (3-week duration) Establish and maintain an airway and ensure adeq Y9 and should of this study in the of inadol is presented in Table 19.
n Toationt Toatio A Cootiani Piavel i diately and should include i electr diographi to detect possible arrhythmias. Table 19: Schizophrenia Short.T : Trial Quetiapine lahIP:ls, USP 400 mg are yellow colored, capsule shaped, biconvex, film-coated tablets debossed with ‘57" on one side and
Preferred Term 41;]:::?';:;: 6';];::13';:’? (Mu_e:;’a;me (Na_c;ot)l Appropriate supportive measures are the mainstay of management. For the most up-to-date inf ion on the of 2lle T: Schzophrenta Short-Term ria’s - - - I" on the other side. They are supplied as follows:
gicay gicay - - quetiapine overdosage, contact a certified Regional Poison Control Center (1-800-222-1222). Stud Primary Efficacy Endpoint: BPRS Total Bottle of 100 tablets NDC 31722:769-01
(N=35) (N=398) N hy Treatment Group | Mean Baseline LS Mean Change Placebo-subtracted Bottle of 500 tablets NDC 31722-769-05
n % n % n % n % l' _ DESCRIPTION ) ) ) o o umber Score (SD) from Baseline (SE) Difference’ (35% CI) Blister Card of 10 unit dose tablets Alu-Alu) NDC 31722-769-31
— pine is an atypical aintlps_ychonc belgnglng_ to a chemical class, the ; _The chemical is2- Quetionine Blister Pack of 100 (10 x 10) unit dose tablets (Alu-Alu) NDC 31722-769-32
Parkinsonism 2 21 1 1.0 3 1.6 1 11 [2-(4-Dibenzo [5,A[1,4 11-yl-1-piperazinyl)-ethoxy] ethanol fumarate (2:1) (salt). It is present in tablets as the fumarate salt. 5 p/d | 45.7(10.9) 22(2.0) 40(11.2,3.3) Blister Card of 10 unit dose tablets (PVC-PVAC) NDC 31722-769-33
Akathisia 1 1.0 1 1.0 2 1.0 0 0.0 A"dd.";es and trhlelt strew:‘hs ?zs?ﬁrtafssed as mi":graTrr;]s of base, nluft as fuJIn(arate salt. Its molecular formula is (C,,H,sN,0,S).. C.H,0, meﬁ";ginzy Blister Pack of 100 (10 x 10) unit dose tablets (PVC-PVdC) NDC 31722-769-34
and it has a molecular weight of 883.1 (fumarate salt). The structural formulais:
Other Extrapyramidal 1 1.1 1 1.0 2 1.0 0 0.0 9 ( ) (150 mylday)’ 47.2(10.1) -8.7(2.1) -10.4(-17.8,-3.0) Store at 20° to 25°C (68° to 77°F) [see USP Controlled Room Temperature].
Event —
o Quetiapine 17  PATIENT COUNSELING INFORMATION
- - ) - 45.3(10.9 -8.6(2.1 -10.3(-17.6,-3.0 X N . " AT,
1. There were no adverse reactions with the preferred term of dystonic or dyskinetic events. Ho/—/ —} Study 1 (300 mg/day)’ (109 21 { ) Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Laboratory, ECG, and vital sign changes observed in clinical studies Q e COOH Quetiapine , 435(11.3) 2721 94(167,2.1) Patients should be advised of the following issues and asked to alert their prescriber if these occur while taking quetiapine tablets.
Laboratory Changes: N I (600 mglday) Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Neutrophil Counts N= HOOC™ °H Quetiapine s 457110 6320 80152, 0.8) Patients and caregivers should be advised that elderly patients with dementia-related psychosis treated with atypical antipsychotic
Adults: In placebo-controlled monotherapy clinical trials involving 3368 patients on quetiapine and 1515 on placebo, the incidence of at Q / (750 mg/day) drug? are at ; risk oj death_ with placebo. Qs is not app! for elderly patients with dementia-related
least one occurrence of neutrophil count < 1.0 x 10°/L among patients with a normal baseline neutrophil count and at least one S Placebo 45.3(9.2) 1.7(2.1) psy [see Warnings and P 5.1)].
available follow up laboratory measurement was 0.3% (10/2967) in patients treated with quetiapine, compared to 0.1% (2/1349) in Quetiapine Suicidal Thoughts and Behaviors
patients treated with placebo /see Warnings and Precautions (5. 10 Quetiapine fumarate USP is a white to off-white crystalline powder which is sparingly soluble in 0.1N hydrochloric acid, slightly soluble (250 mg/day) 8964 42081 3207812 Patients, their families, and their caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic attacks,
Transaminase Elevations inwater, in anhydrous ethanol and inmethanol. ' Quetiapine 11005 07016 18122 34 insomnia, |mtah||}ly, hﬂstlle, agg . i u,-akall_nsm psychor I s). hyp mania, other unusual
Adults: Asymptomatic, transient, and | in serum tr (primarily ALT) have been reported. In o i o ] Study 2 (750 mglday) .0(9.6) -8.7(1.6) -1.8(12.2,-34) changes in behavior, worsening o_f_depressmn, E?nd sulmdallldeallon, / early during p treatment and when the
schizophrenia trials in adults, the proportions of patients with transaminase elevations of >3 times the upper limits of the normal Quetiapine tablets USP are supplied for oral administration as 25 mg (round, peach), 50 mg (round, white), 100 mg (round, yellow), dose is adjusted up or down. Families and caregivers of patients should be advised to look for the emergence of such symptoms on a
reference range in a pool of 3- to B-week placeb trials were appr 6% (29/483) for quatiapine compared to 1% 200 mg (round, white), 300 mg (capsule-shaped, white), and 400 mg (capsule-shaped, yellow) tablets. Placeho 38.4(9.7) 1.0(1.6) dav-m_-ciav_ basis, since changes may be abrupt. Such symptoms should _he r'epuned to the patient's prescriber or health professional,
(3/194) for placebo. In acute bipolar mania trials in adults, the proportions of patients with transaminase elevations of > 3 times the Inactive ingredients are dibasic calcium phosphate dihydrate, hypi |l lactose ydrate, stearate, _ i if t_hev aresevere, al_Jrupt in ups_et, or were not part of_the pat_len_t s presenting symptoms. Symploms such as these may be
upper limits of the normal reference range in a pool of 3- to 12-week placeb lled trials were approxi 1% for both microcrystalline cellulose, polyethylene glycol, povidone, sodium starch glycolate and titanium dioxide. ?:;:]'al]";z a0) 42.1(10.7) 10.0(1.3) 46(7.8,14) ?3::9'31*1'_1 with ﬂ[" '"'5;359"1 risk L";S”'C'dél fh';'fklzf‘; and behavior and indicate a need for very close monitoring and possibly changes
ianii i i ithi G mg/day inthe 'see Warnings an .2)].
quetiapine (3/560) and placebo (3/294. Thest_a hepatlc. enzyme elevatlo_ns usua!ly pccurred_ within the f"?‘ 3 weeks of drug lrefnment The 25 mg tablets contain red iron oxide and yellow iron oxide and the 100 mg and 400 mg tablets contain only yellow iron oxide. Queti g . .
and promptly returned to pre-study levels with ongoing treatment with quetiapine. In bipolar depression trials, the proportions of Study 3 uetiapine 42.7(10.4) 8.6(1.3) 3.2 (6.4, 0.0) Neuroleptic Malignant Syndrome (NMS)
patients with transaminase elevations of > 3 times the upper limits of the normal reference range in two 8-week placebo-controlled Each 25 mg tablet contains 28.78 mg of quetiapine fumarate USP equivalent to 25 mg quetiapine. Each 50 mg tablet contains (450 mg/day TIDY ) ) T T Patients should be advised to report to their physician any signs or symptoms that may be related to NMS. These may include muscle
trials was 1% (5/698) for quetiapine and 2% (6/347) for placebo. 57.56 mg of quetiapine fumarate USP equivalent to 50 mg quetiapine. Each 100 mg tablet contains 115.13 mg of quetiapine fumarate Quetiapine 417100 5.4(1.3) stiffness and high fever /see Warnings and Precautions (5.4)].
Decreased Hemoglohin USP_eq!JivaIent to 100 mg quetiapim_a. Each 200 mg tablet contains 230.24 mg of quetiapine fumarate USP equivalent to 200 mg (50 mg BID) . : 9 Hyperglycemia and Diabetes Mellitus
Adults: In short-term placeb lled trials, d in t lobin to <13 g/dL males, <12 g/dL females on at least one quetiapine. Each 300 mg tablet contains 345.36 mg of fumarate USP 10300 mg Each 400 mg tablet Primary Efficacy Endpoint: PANSS Total Patients should be aware of the symptoms of hyperglycemia (high blood sugar) and diabetes mellitus. Patients who are diagnosed with
accasion occurred in 8.3% (584/7155) of quetiapine-treated patients d10 6.2% (219/3536) of patients treated with placebo. contains 460.48 mg of quetiapine fumarate USP equivalent to 400 mg quetiapine. Mean Baseline LS Mean Change Placebo-subtracted diabetes, those with risk factors for diabetes, or those that develop these symptoms during treatment should have their blood glucose
In a database of controlled and uncontrolled clinical trials, decreases in hemoglobin to < 13 g/dL males, < 12 g/dL females on at least 12 CLINICALPHARMACOLOGY Score (SD) from Baseline (SE) Difference’ (95% CI) monitored at the beginning of and periodically during treatment /see Warnings and Precautions (5.5)].
one occasion occurredin 11% (2277/20729) of quetiapine-treated patients. 12.1 Mechanism of Action Quetiapine Hyp-e["p]demia ) ) . . )
Interference with Urine Drug Screens The mect of action of in the listed indi is unclear. However, the efficacy of quetiapine in these indications could (400 mg/day)’ %6.2(17.7) 213128 821161, 03 Patients should be advised that . m_lotal ol I LOLct .. o ol and trlgl\(ce_ndes and _decreases " HDL-choIestr_eruI may
There have been literature reports suggesting false positive results in urine enzyme immunoassays for methadone and tricyclic be mediated through a ination of d type 2 (D,) and in type 2 (5HT,) The active metabolite, N-desalkyl Study 4 Quetiapine oceur. P'atlems should have their lipid profile at the b of and during Isee Warnings and
antidepressants in patients who have taken quetiapine. Caution should be exercised in the interpretation of positive urine drug screen quetiapine (norquetiapine), has similar activity at D,, but greater activity at 5HT,, receptors, than the parent drug (quetiapine). (800 mg/day)’ 96.9(15.3) -28.4(1.8) -9.3(-16.2,-2.4) Precautions (5.5)].
results for these drugs, and confirmation by alternative analytical technique (e.g., chromatographic methods) should be considered. . Weight Gain
12.2 Pharmacodynamics Placebo 96.2(17.7) -19.2(3.0) . . . . . . - . .
ECG Changes Quetiapine and its g have affinity for multiple neurotransmitter receptors with narquetiapine binding with Patients should be advised that they may experience weight gain. Patients should have their weight monitored regularly /see Warnings
Adults: Between-group comparisons for pooled placebo-controlled trials revealed no statistically significant higher affinity than quetiapine in general. The K values for quetiapine and nor at the d D, are 428/99.8 nM, at D, SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence  interval. and Precautions (5.5)].
differences in the proportions of patients experiencing potentially important changes in ECG parameters, including T, QTc, and PR 5514891, at serotonin SHT,, 1040/191 nM at SHT, 38/2.9 M, at histamine H, 4.4/1.1 M, at muscarinic M, 1086/38.3nM,and 1. Difference (drug minus placebo)n east-squares mean change from baseline. Orthostatic Hypotension
intervals. However, the proportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo- at adrenergic a,b 14.6/46.4 nM and, at o, receptors 617/1290 nM, respectively.. Quetiapine and norquetiapine lack appreciabl 2. Dosesthat are statistically significant superior to placebo. Patients should be advised of the risk of orthostatic hypotension (symptoms include feeling dizzy or lightheaded upon standing, which
controlled clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence for quetiapine compared to 0.6% (1/156) affinity to the benzodiazepine receptors. 3. Dosesthatarestatistically si superior to 50 mg BID. may lead to falls), especially during the period of initial dose titration, and also at times of re-initiating treatment or increases in dose

incidence for placebo. In acute (monotherapy) bipolar mania trials the proportions of patients meeting the criteria for tachycardia was
0.5% (1/192) for quetiapine compared to 0% (0/178) incidence for placebo. In acute bipolar mania (adjunct) trials the proportions of
patients meeting the same criteria was 0.6% (1/166) for 1 to 0% (0/171) incid: for placebo. In bipolar
depression trials, no patients had heart rate increases to > 120 beats per minute. Quetiapine use was associated with amean increase
in heart rate, assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placebo patients. This
slight tendency to tachycardia in adults may be related to quetiapine potential for inducing orthostatic changes /see Warnings and
Precautions (5.7)].

Effecton QT Interval

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 losed on quetiapine [see 01 (10.1)1, in patients with concomitant illness, and in patients taking medicines

known to cause electrolyte imbalance or increase QT interval.

12.3 Pharmacokinetics

14.2 Bipolar Disorder

Bipolar | disorder, manic or mixed episodes

Adults

The efficacy of quetiapine 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

[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 (5.9)].

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 quetiapine tablets. Patients should be advised to talk to their doctor as soon as possible if they have a

Children and Adolescents: In the acute (6-week) schi ia trial in in heart rate (> 110 bpm) occurred in Adults (YMRS) score at 3 and 12 weeks for monothera . . P . Ny X X N B N o
- s . " - - . . py and at 3 weeks for adjunct therapy. Adjunct therapy is defined as the simultaneous fever, flu-like symptoms, sore throat, or any other infection as this could be a result of a very low WBC, which may require quetiapine
5.2% (3/73) of patients receiving quetiapine 400 mg and 8.5% (5/74) of patients receiving quetiapine 800 mg compared to 0% (0/75) of Quetiapine activity is primarily due to the parent drug. The multiple-d netics of quetiapine are dose-proportional within initios b dministration of quetiapine with lithium or dival yme Ve . ) y ¥ require guetiap
the proposed clinical dose range, and lationis predictable upon multiple dosing. Elimination of quetiapine is mainly via nitiation or subsequent administration of quetiapine with lithium or divalproex. tablets to be stopped and/or treatment to be given /see Warnings and Precautions (5. 10)].

patients receiving placebo. Mean increases in heart rate were 3.8 bpm and 11.2 bpm for quetiapine 400 mg and 800 mg groups,
respectively, compared to a decrease of 3.3 bpmin the placebo group /see Warnings and Precautions (5.7)).

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 quetiapine 400 mg and 4.7% (4/85) of patients receiving quetiapine 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 quetiapine 400 mg and 600 mg groups, respectively,
compared to a decrease of 1.7 bpmin the placebo group/see Warnings and Precautions (5.7)].

In an acute (8-week) quetiapine extended-release tablets trial in children and adolescents (10 to 17 years of age) with bipolar

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 of dosing. Quetiapine is unlikely to interfere with the metabolism of drugs
metabolized by cytochrome P450 enzymes.

Children and Adolescents

At steady state the ph ki of the parent in children and (10 to 17 years of age), were similar to
adults. However, when adjusted for dose and weight, AUC and C,, of the parent compound were 41% and 39% lower, respectively, in
children and adolescents than in adults. For the active metabolite, norquetiapine, AUC and C,,,were 45% and 31% higher, respectively,

The primary rating i used for ing manic in these trials was YMRS, an 11-item clinician-rated scale
traditionally used to assess the degree of manic (irritability, di laggressive 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 (maximum score).

The results of the trials follow:

Monotherapy

The efficacy of quetiapine in the acute treatment of bipolar mania was established in 2 placebo-controlled trials. In two 12-week trials

ymp

Interference with Cognitive and Motor Performance

Patients should be advised of the risk of somnolence or sedation (which may lead to falls), especially during the period of initial dose
titration. Patients should be 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 affect them adversely
[see Warnings and Precautions (5.16)).

Heat Exposure and Dehydration

Patients should be advised regarding appropriate care in avoiding overheating and dehydration [see Warnings and Precautions (5.17)).

gen/sfetSSiO_". in which efficacy was ﬂUttest:hdlishled, imt:r::stes in;uleazr;ﬁratfe > 110 bpm 10 10I12 zea;\;ﬂ"d_m to17 ‘_IEETS) occurred in in children and adolescents than in adults. When adjusted for dose and weight, the pharmacokinetics of the metabolite, nor n=300, n-299) comparing quetiapine to placebo, quetiapine was superior to placebo in the reduction of the YRS total score at Concomitant Medication
of patients receiving quetiapine extended-release tablets and 1.2% of patients receiving placebo. Mean increases in heart rate were was similar between children and adolescents and adults /see Use in Specific Populations (8.4)]. weeks 3 and 12. The majority of patients in these trials taking quetiapine were dosed in a range between 400 mg/day and 800 mg per As with other medications, patients should be advised to notify their physicians if they are taking, or plan to take, any prescription or
3.4 bpm for quetiapine extended-release tablets, compared to 0.3 bpmin the placebo group /see Warnings and Precautions (5.7)]. ) day (studies 1and 2in Table 20). ' ; ' '
Absorption Y : over-the-counter drugs [see Drug Interactions (7.1)1.

6.2 Postmarketing Experience ) - Quetiapine is rapidly absorbed after oral administration, reaching peak plasma concentrations in 1.5 hours. The tablet formulation is '4”/”{"’ Therapy . . . . . . - Pregnancy
The following adverse reactions were identified during post approval of que Because these ns are reported voluntarily 100% bioavailable relative to solution. The bioavailability of quetiapine is marginally affected by administration with food, with C,, and Inthis 3-week placebo-controlled trial, 170 patients with bipolar mania (YMRS > 20) were randomized to receive quetiapine or placebo Advise pregnant women to notify their healthcare provider if they become pregnant or intend to become pregnant during treatment
from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to AUC values increased by 25% and 15%, respectively. as adjunct treatment to lithium or divalproex. Patients may or may not have received an adequate treatment course of lithium or with quetiapine. Advise patients that quetiapine may cause extrapyramidal andjor withdrawal symptoms (agitation, hypertonia
drug EXFUSU'E-. ) ) ) ) Distribution divalproex prior to random!zatlun. Quetiapine was superior to placebo when added to lithium or divalproex alone in the red; of hypotonia, tremor, I respiratory distress, and feeding disorder) in a neonate. Advise patients that there is a pregnancy
Adverse reactions reported since market which were temporally related to therapy include anaphyl Quetiapine is widely di throughout the body with an apparent volume of distribution of 104 Likg. It is 83% bound to plasma YMRS total score (Study 3in Table 20). registry that monitors pregnancy outcomes in women exposed to quetiapine during pregnancy [see Use in Specific Populations (8.1)).
reaction, cardiomyopathy, drug reaction with hilia and systemic symp (DRESS), hyp ia, myocarditis, nocturnal proteins at therapeutic concentrations. /7 vitro, quetiapine did not affect the binding of warfarin or diazepam to human serum albumin. The majority of patients in this trial taking quetiapine were dosed in a range between 400 mg/day and 800 mg per day. In a similarly Infertility
enuresis, pancreatitis, retrograde amnesia, rh ysis, sy of inappropriate c hormone secretion (SIADH), In turn, neither warfarin nor diazepam altered the binding of quetiapine. designed trial (n=200), quetiapine was associated with an improvement in YMRS scores but did not demonstrate superiority to Advise females of reproductive potential that quetiapine may impair fertility due to anincrease in serum prolactin levels. The effects on
:tev:_r;_s-Jtln_hnson synfirumed (hSJS)',- tt;m_:: ep)ldermal Inecmlv_sm_(TEN?, dlecreased_plal_tlalet v:oulnt, _ser':ous_ Ilver reactll:ns'flnclu:ilng Wetabolism and Elimination placeh_o, possnb!y due to a higher placebo e.ffe.ct. N . ) fertility are reversible /see Use in Specific Populations (8.3)].
:EZ; ;S’;u;‘;e'er;?;:i:& and fhepatic Tailure), agr: (AGE’P‘)um' Istateand leus, colon ISChemia, urinary retentior, sleep Following a single oral dose of “C-quetiapine, less than 1% of the administered dose was excreted as unchanged drug, indicating that The primary efficacy results of these studies in the treatment of maniain adults is presented in Table 20. Need for Comprehensive Treatment Program

pnea. g g is highly metabolized. Approximately 73% and 20% of the dose was recovered in the urine and feces, respectively. Children and Adolescents (ages 10to 17) Quetiapine tablets are indicated as an integral part of a total program for adol with ia and pediatric
7 DRUG INTERACTIONS Quetiapine is extensively metabolized by the liver. The major boli are to the sulfoxide metabolite and The efficacy of quetiapine in the acute treatment of manic episodes associated with bipolar | disorder in children and adolescents (10 to bipolar disorder that may include other measures (psychological, educational, and social). Eff and safety of

p y Y Il p y

7.1  Effectof Other Drugs on Quetiapine
The risks of using quetiapine in combination with other drugs have not been extensively evaluated in systematic studies. Given the

oxidation to the parent acid bolite; both bolites are lly inactive. /n vitro 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

primary CNS effects of quetiapine, caution should be used when it is taken in combination with other centrally acting drugs. Q
potentiated the cognitive and motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic
beverages should be limited while taking quetiapine.

andin the of its active bolite N-desalkyl
Age
Oral clearance of quetiapine was reduced by 40% in elderly patients (> 65 years, n=9) compared to young patients (n=12), and

17 years of age) was demonstrated in a 3-week, double-blind, placebo-controlled, 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: quetiapine 400 mg/day
(n = 95), quetiapine 600 mg/day (n=98), or placebo (n=91). 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 titrated to a target dose of 400 mg/day or
600 mg/day using increments of 100 mg/day, given in divided doses two or three times daily. The primary efficacy variable was the

tablets have not been established in pediatric patients less than 13 years of age for schizophrenia or less than 10 years of age 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 (1.3)].

11384

Quetiapine exposure s increased by the prototype CYP3A4 inhibitors (e.g., k ole, itr le, indinavir, ritonavir, dosing may be necessary /see Dosage and Administration (2.3)]. mear!ch-angefrumhasellnelntulaIYMRSscnre. ) . . CAMBE ©
etc.) and decreased by the prototype CYP3A4 inducers (e.g., phenytoin, ine, rifampin, imibe, St. John's wort etc.). Gender Quetiapine 400 mg/day and 600 mg/day were superior to placebo in the reduction of YMRS total score (Table 20). JARMACEUTICALS 1
Dose adjustment of quetiapine will be necessary if it is co-administered with potent CYP3A4 inducers or inhibitors. Thereis no gender effect on the pharmacokinetics of quetiapine. Table 20: Mania Trials Manufactured f
L anufactured for:
CYP3A4inhibitors: Race " " .
L . . - : Camber Ph; ticals, Inc.,
Coadministration of ketoconazole, a potent inhibitor of cytochrome CYP3A4, resulted in significant increase in quetiapine exposure. Thereis no race effect on the pharmacokinetics of quetiapine. :tudz Treatment Group - Primary Efficacy Measure: YMRS Total Piasr:azwaa"l:l]jl:;;&;;zs ne
The dose of quetiapine should be reduced to one sixth of the original dose if co-administered with a strong CYP3A4 inhibitor /see Smoking umber Msean B;:;T;;dne 1S Mean Ch plasabosub oo , Y,
inistrati i core ean Change acebo-subtracted Difference:
Dosage and Administration (2.5) and Clinical Pharmacology (12.3)]. Smoking has no effect on the oral clearance of quetiapine. gan shang N Manufactured by:
CYP3A4 inducers: from (SE) 95% C) HETERO™
4 inducers: - . ) ) ) ) ) Renal Insufficiency Quetiapine (200- imi
Coadministration of quetiapine and phenytoin, a CYP3A4 inducer increased the mean oral clearance of g by 5 fold. Inc Patients with severe renal impairment (Clcr=10 to 30 mLimin/1.73 ¥, n=8) had a 25% lower mean oral clearance than normal 800 mglday)’’ 34.0(6.1) 12301.3) 40(7.0,1.0 Hetero Labs Limited
doses nflquetlaplne up to 5 fold may be req',"md tomaintain control of syn)pltums'uf schlznphlen}alln patients receiving quetiapine and subjects (Cler > 80 mL/min/1.73 m’, n=8), but plasma quetiapine concentrations in the subjects with renal insufficiency were within Study 1 Haloperidol? 32360 157013 741104, 4.4 ! Hyderabad - 500 055,
phenytmr},ormhgr klrllawn pnter}tCYPSM |nducers[seeﬂaxageandAdmm/stratmn/?ﬁ/andL‘/m@aWarmaca/ayy/72.3//. When the the range of concentrations seen in normal subjects receiving the same dose. Dosage adjustment is therefore not needed in these .3(6.0) -16.7(1.3) -74(-10.4, -4.4) India
CYP??Al4 md'ucer is the dose of should be reduced to the original level within 7 to 14 days /see Dosage and patients see Use in Specific Populations (8.6)]. Placeho 33.1(6.6) 8.3(1.3) Revised: 01/2024
Administration (2.6)). i L —
ninistratior Hepatic Insufficiency Quetiapine (200- 32.7(6.5) 14.6(1.5) -7.9(-10.9, 5.0)
l:ntlchol_lnerglcﬂrugs. ) L ) . o Hepatically impaired patients (n=8) had a 30% lower mean oral clearance of quetiapine than normal subjects. In two of the 800 mg/day)’ T T o
X with g ﬁ"d other ‘?’”95 with anticholinergic z}n:tlwty can increase the risk '."r severe ,935',"“"‘95“?3' 8 hepatically impaired patients, AUC and C,,, were 3 times higher than those observed typically in healthy subjects. Since quetiapine is Study 2 Lithium"? 33.3(7.1) -15.2(1.6) -8.5(-11.5, -5.5) 2078951
adv_erse_reac_tmns_relaled_tp hypomotility. ngtlaplne should _be used with caution in patients receiving medications having extensively metabolized by the liver, higher plasma levels are expected in the f Ily impaired and dosage ad . 1069 57116
anticholinergic (antimuscarinic) effects [see Warnings and Precautions (5.20)). may be needed /see Dosage and Administration (2.4) and Use in Specific Populations (8.7)]. ac? °_ — o
The potential effects of several i dications on quetiapine pk ki were studied/see Clinical Pharmacology (12.3)]. Drug-Drug Interaction Studies ﬂ;;[;';l;ge o) 21568 138116 28171 06
7.2 Effectof Quetiapine on Other Drugs The in vivo assessments of effect of other drugs on the phar inetics of quetiapine are d in Table 17 /see Dosage and s 3 (200- d mg_l_av) 5(6.8) -13.8(1.6) -3.8(7.1,-0.6)
Because of its potential for inducing hypotension, quetiapine may enhance the effects of certain antihypertensive agents. Administration (2.5 and 2.6) and Drug Interactions (7.1)]. tudy ;Imu;i sta ”er
o . . ) acebo + mooy
Quetiapine may antagonize the effects of levodopa and dopamine agonists. Table 17: The Effect of Other Drugs on the Pharmacokinetics of Quetiapine stabilizer 31.1(5.5) -10(1.5)
There are no clinically relevant phar ic interactions of on other drugs based on the CYP pathway. Quetiapine and [ ini Drug Dose Schedules Effect on Quetiapine Quetiapine
its ites are non-inhibitors of major CYP's(1A2,2C9, 2C19, 2D6, and 3A4). Pharmacokinetics 400 my/day)’ 29.4(5.9) -14.3(0.96) -5.2(-8.1,-2.3)
8  USEINSPECIFIC POPULATIONS Coadministered Quetiapine Quetiapine
Drug Study 4 pre 296(64) 15.6(0.97) 6.6(95,3.7)
8.1  Pregnancy - . (600 mg/day)
. Phenytoin 100 mg three times 250 mg three . .
Pregnancy Exposure Registry dail times dail 5-fold increase in oral clearance Placebo 30.7 (5.9) 9.0(1.1)
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to atypical antipsychotics, including - il Imes dafly -
quetiapine, during pregnancy. Health providers are d to register patients by contacting the National Pregnancy Registry Divalproex ) . 17% |n|:ree!semeanmaxplasma Mood stabilizer: lithium or divalproex; SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted
for Atypical Antipsychotics at 1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-research- 500 mg twice daily 150mg concentration at steady state. confidence interval.
programs/pregnancyregistry| twice daily No effect on absorption or mean 1. Doses that are statistically significantly superior to placebo.
Risk Summar oral clearance 2. Difference (drug minus placebo) in least-squares mean change from baseline.
N exposed to antipsychotic drugs (i i iapine) during the third trimester are at risk for extrapyramidal and/or Thioridazine 200 mg twice daily 300 mg twice daily 65% increase in oral clearance i chllllded|nthelrlalaslz_mactlvegumpalatnr. ients incl inthe ori vsis: pediatri Ji .
withdrawal symptoms following delivery (see Clinical Considerations). Overall available data from published epidemiologic studies of — - - - - . I(Iiulqala mee:ln tlnTa;e ine Tco_re is based on patients included in the primary analysis; pediatric mean baseline score is based on
pregnant women exposed to have not established a drug- i risk of major birth defects, miscarriage, or adverse Cimetidine 400 mg three times | 150 mg three times daily 20% decrease in mean oral @ -pallemslnt e popd ation.
maternal or fetal outcomes (see Data). There are risks to the mother d with untreated phrenia, bipolar I, or major daily fur4daysl - clearance - Bipolar Disorder, Depressive Episodes
depressive disorder, and with exposure to antipsychotics, including quetiapine, during p (see Clinical C ions) Ketoconazole (potent 200 mg once daily 25 mg single dose 84% decrease in oral clearance Adults
In animal studies, embryo-fetal toxicity occurred including delays in skeletal ossification at approximately 1 and 2 times the maximum CYP 3A4 inhibitor) for 4 days ;:ngrf]g ina 6.2 fold increase in ;he efflcacydof.queglasplne f;r the ac_ute Y- H.Dj o eplsodest di (N—1$‘5I; (bl‘pt:jl.ar lgsor:esr waTs ;ISt;ﬁI;S}.ﬁd "
recommended human dose (MRHD) of 800 mg/day in both rats and rabbits, and an increased incidence of carpalltarsal flexure (minor - - - - 0 - dies i Ideﬂsmnel 'We.eh’ I'h binolar | or Il di d"‘ 4 th ith su.:S By id sl.u 1es anP !n @ ed " :se
soft tissue anomaly) in rabbit fetuses at approximately 2 times the MRHD. In addition, fetal weights were decreased in both species. Fluoxetine 60 mg once daily 300 mg twice daily No change in steady state PK stul!es_lncu ¢ p:".e’?‘f WI;feltdE;r PO ?r .‘T: Sésnor e ag(][; 0se w“do.: without a rapid cycling course. Patients randomized to
Maternal toxicity (observed as decreased body weights andjor death) occurred at 2 times the MRHD in rats and approximately 1 to Imipramine 75 mg twice daily 300 mg twice daily No change in steady state PK quetlapie were acministeredhixed toses of ef Ier mgorotimgoncedaty. . )
2times the MRHD in rabbits. Haloperidol 7.5 mg twice daily 300 mg twice daily No change in steady state PK ;help”m:g;;mgm_ p  used to ajsesi o ympte f'" th;se;tnudlesw?sthe M:ntg_]on?erhy-Ahsherg.Depress:ln [:la""g
The estimated background risk of major birth defects and miscarriage for the indicated populations is unk Allp ies have a Risperidone 3 mg twice daily 300 mg twice daily No change in steady state PK fcael(] i ) aMA-Iljt;;wmmlan-rate kSC;TWII: ;cure;.ranglng rom t060. eplnmaryeln pg'm.m ';t 541u IE?WHESRZC ange
background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of major 3 . . ) ) . . ) rom base |ne_ in score at week 8. In U_t Studies, quetlapln_e were superior to pac_e 0 In re uf:hon 0 score.
birth defects and mi inclinicall o is 20 4Y : In vitro enzyme inhibition data suggest that quetiapine and 9 of its metabolites would have little inhibitory effect on /in vivo metaholism Improvement in symptoms, as measured by change in MADRS score relative to placebo, was seenin both studies at Day 8 (week 1) and
y p is2to4% and 15 to 20%, respectively. | _ 3 . . . " X L P
Clinical Considerati mediated by cytochromes CYP 1A2, 2C9, 2C19, 2D6, and 3A4. Quetiapine at doses of 750 mg/day did not affect the single dose onwards. In these studies, no additional benefit was seen with the 600 mg dose. For the 300 mg dose group, statistically significant
inicarLonsicerations . phar inetics of antipyrine, lithium or pam (Table 18)/see Drug Interactions (7.2)]. improvements over placebo were seen in overall quality of life and satisfaction related to various areas of functioning, as measured
Disease-associated maternal and/or fetal risk using the Q-LES-Q(SF).
There is a risk to the mother from untreated schizophrenia, or bipolar | disorder, including increased risk of relapse, hospitalization, and Table 18: The Effect of on the Phar of Other Drugs ) o . o ) . ) . )
icide. Schizophrenia and binolar | disorder are associated with increased adverse nerinatal outcomes, including preterm birth. Itis not — The primary efficacy results of these studies in the acute treatment of depressive episodes associated with bipolar disorder in adults is
suicide. Schizophre pofarld ' p ' 9p - Coadministered drug Dose schedules Effect on other drugs presentedin Table 21
known if this is a direct result of the illness or other comorbid factors. pharmacokinetics ’
A prospective, longitudinal study followed 201 pregnant women with a history of major depressive disorder who were euthymic and r — e Table 21: Depressive Episodes Associated with Bipolar Disorder
taking antidepressants at the beginning of pregnancy. The women who discontinued antidepressants during pregnancy were more - ec drug - - Study Treatment Group Primary Efficacy Measure: MADRS Total
likely to experiencle a r(lela;?se of maiolr depression thfm women who cnmir.lueq antidgpressanls. Consider the risk of untreated Lorazepam 2 mg, single dose 55? mg three times D:’I ch;a‘:anzngl;f lorazepam Number Mean Baseline LS Mean Change Placeho-subtracted
depression when discontinuing or changing treatment with antidepressant medication during pregnancy and postpartum. aily reduced by U Score (SD) from Baseline (SE) Difference? (95% CI)
éela//ﬂeoﬂﬁ{:/;?liVZ?SE/e‘?zhlllj'tms | - aton ) ) . . Divalproex 500 mg twice daily 150 mg twice daily Cmf&ar:dfug af‘frleevalproic Quetiapine (300 mg/day)’ 30.3 (5.0 16.4(0.9) 6.1(8.3,3.9)
xtrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, hyp: , tremor, | piratory distress, acid at steady-state was — 7
and feeding disorder have been reported in neonates who were exposed to antipsychotic drugs, including quetiapine, during the third decreased by 10-12% Study 5 Quetiapine (600 mo/day) 30.3(5.3) 167(09) 65(87,43)
trimester of pregnancy. These symptoms varied in severity. Monitor neonates for extrapyramidal and/or withdrawal symptoms and Lithium Up to 2400 mg|day given 250 mg three times No effect on steady-state Placebo 30.6 (5.3) -10.3(0.9) -
manage symp ppropriately. Some d within hours or days without specific treatment; others required prolonged in twice daily doses daily pharmacokinetics of lithium Quetiapine (300 mg/day)’ 31.1(5.7) -16.9(1.0) 5.0(7.3,-2.7)
'[‘]":t:"a'”a““"- Antipyrine 1 g, single dose 25}] mg three times No gffgct on clgarance of Study 6 Quetiapine (600 mg/day)’ 29.9 (5.6) -16.0(1.0) -4.1(-6.4,-1.8)
Human Data daily ;:“PVT"}E? Er urinary recovery of Placebo 29.6 (5.4) 11.9(1.0)
Published data from abs_er\_latian_al slur!ies, birth registriesc and_ case reports on the use a_f atypical antipsychotics dur_ing_ pregnancy do SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence interval.
not report a clear association with antipsychotics and major birth defects. A retrospective cohort study from a Medicaid database of 13 NONCLINICALTOXICOLOGY 1. Doses that are statistically significantly superior to placebo.
9258 women exposed to antipsychotics during pregnancy did not indicate an overallincreased risk of major birth defects. 2‘3_1 Carci is, M is, | of Fertility 2. Difference (drugminus placebo) in least-squares mean change from baseline.
Animal Data arcinogenesis . . s .
When pregnant rats and rabbits were exposed to quetiapine during there was no genic effect in fetuses. Doses Carci icity studies were in C57BL mice and Wistar rats. Quetiapine was administered in the diet to mice at doses of 20, I%I:]aln::nancefTreafmgntf:s:nAd!unnuoI.|th|umnrD|fv;I|1r|nede d ished in 2 placeb lled tials in nati
were 25, 50 and 200 mg/kg in rats and 25, 50 and 100 mglkg in rabbits which are approximately 0.3, 0.6 and 2-times (rats) and 0.6, 1 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75, and 250 mg/kg for two years. These doses are equivalent to 0.1, 0.5, ( f]eszlza)cy: quitggme“l’nt_:anjaltnle;an?etlr?tmznt?t :1').0 a; |;t;3r_erF\_Nases:a ';;i }"h tp_alce_ OAICT:O et' II’:BSI: pauenti
and 2-times (rabbits) the MRHD for schizophrenia of 800 mg/day based on mg/m’ body surface area. However, there was evidence of 1.5, and 4.5 times the MRHD of 800 mg/day based on mg/m’body surface area (mice) or 0.3, 1, and 3 times the MRHD based on mg/m’ "= t ‘wdnme L dcn era dur no BL I.St‘;]r er sﬂ:j ":S a?] (i "; |g|]unas | at?] : lehnla shlncu et.pallen s whose n':iuts
embryo-fetal toxicity including delays in skeletal ossification at approximately 1and 2 times the MRHD of 800 mg/day in both rats and body surface area (rats). There were statistically significant increases in thyroid gland follicular adenomas in male mice at doses 1.5 Ler:eln th'so ev:_as ma"'r’ mrgsse ,:_r n:lxe ’v:' ::W'lq; psytl:( otic :a l:re;' " de ogenri aoe phase. pa |le_n stwere rez":ﬁ. ;
rabbits, and an increased incidence of carpalltarsal flexure (minor soft tissue anomaly) in rabbit fetuses at approximately 2 times the and 4.5 times the MRHD based on mg/m’body surface area and in male rats at a dose of 3 times the MRHD on mg/m’body surface area. fes]aﬁ ”"kquT '?E'"Ep;s It ||11m nrhlva prm?( ‘:”" ef.s d:"’“ts'"l‘" EI;] I",Ih? ran “;‘?'19' 8 navedrage, pa 'e; 3‘{"9:‘9: abilize
MRHD. In addition, fetal weights were decreased in both species. Maternal toxicity (observed as decreased body weights andjor death) Mammary gland adenocarcinomas were statistically significantly increased in female rats at all doses tested (0.3, 1, and 3 times the or 19 weeks. In the randomization phase, patients continued treatment with fithium or divaproex and were randomizec to receive
occurred at 2 times the MRHD in rats and a . . . 3 MRHD based "hody surf either quetiapine (administered twice daily totaling 400 mg/day to 800 mg/day) or placebo. Approximately 50% of the patients had
pproximately 1 to 2 times the MRHD (all doses tested) in rabbits. ased onmg/m’body surface area). " L . . X .
) . 3 X . Thyroid follicular cell ad h ted i nronic stimulation of the thyroid gland by thyroid stimulating TSH discontinued from the quetiapine group by day 280 and 50% of the placebo group had discontinued by day 117 of double-blind
Inapen/pustnatalreproducl!ve study inrats, no drug-related effects were?bserved when pregnant dams_weretr_ea_ledwnh_quetlaplne yroid follicular cell adenomas may have resu ted from cl ronic stimul 3"0"_0 the thyroi glan y t yroid stimulating qrmone( ) treatment. The primary endpoint in these studies was time to recurrence of amood event (manic, mixed, or depressed episode). A mood
atdoses 0.01,0.1, and 0.2 times the MRHD of 800 mg/day based on mg/m’ body surface area. However, in a preliminary peri/postnatal resulting from enhanced metabolism and clearance of thyroxine by rodent liver. Changes in TSH, thyroxine, and thyroxine clearance event was defined as initiation or hospitalization for a mood episode; YMRS score = 20 or MADRS score = 20 at
study, there were increases in fetal and pup death, and decreases in mean litter weight at 3 times the MRHD. consistent with this mechanism were observed in subchronic toxicity studies in rat and mouse and in a 1-year toxicity study in rat; 2 . or study di " due toamood event (Figure 1 a'nd Figure2). - -
8 . however, the results of these studies were not definitive. The rel of the i in thyroid follicular cell adenomas to human ) L . . . X
.2 lactation risk, through whatever mechanism, is unknown In both studies, quetiapine was superior to placebo in increasing the time to recurrence of any mood event. The treatment effect was
mum ublished literature report the presence of quetiapine in human breast milk at relative infant dose of < 1% of the Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents. Serum measurements in a 1-year toxicity study pVEsl_!fn't fu[]lncreasmq tlm: to rzcurr;r;_ce of both manic and depresseg_eﬁlsode.s. '[I"he effec';of q#etlaplne was independent of any
. o P pres Juetiap L - showed that quetiapine increased median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively. specific subgroup (assigned mood stabilizer, sex, age, race, most recent bipolar episode, or rapid cycling course).
maternal weight-adjusted dosage. There are no consistent adverse events that have been reported in infants exposed to quetiapine N . 5 S . . . . .
. L . - . I X Increases in mammary neoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are Figure 1: Kaplan-Meier Curves of Time to Recurrence of a Mood Event (Study 7)
through breast milk. There is no information on the effects of g onmilk p The and health benefits of 3 . | . L PO . o .
X . N . - . considered to be prolactin The of this of prolactin mammary gland tumors in rats to 1e0
breastfeeding should be considered along with the mother's clinical need for quetiapine and any potential adverse effects on the o . o
> - . . " humanriskis [see Warnings and | (5.15)]. -
breastfed child from quetiapine or from the mother's underlying condition. g °°
) ) Mutagenesis T .
8.3 ..FemalesandMalesufReprnductlvePotentml Quetiapine was not ic or icin standard icity tests. The ic potential of was tested in the in &
L[”L(I'ml vitro Ames bacterial gene mutation assay and in the /7 vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. The E
;"’”S ol o action of auetianine (02 - h finani ) i clastogenic potential of quetiapine was tested in the in vitro chromosomal aberration assay in cultured human lymphocytes and in the in H
asedunfe actlpno L ( - M{It N mayresytlnanlncreast_a|nserumproact|n vivo bone marrow micronucleus assay in rats up to 500 mg/kg, which is 6 times the MRHD based on mg/m’body surface area. E
levels, which may lead to a reversible reductionin fertility in females of reproductive potential /see Warnings and Precautions (5.15)]. ; » H
o Impairment of Fertility o
8.4 Pediatric Use Quetiapine decreased mating and fertility in male Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or approximately 1 and E
In general, the adverse reactions observed in children and adolescents during the clinical trials were similar to those in the adult 3 times the MRHD of 800 mg/day based on mg/m’body surface area. Drug-related effects included increases in interval to mate and in ]
ation with few excey eases in systolic and diastolic blood pressure occurred in children and adolescents and did not the number of matings required for successful impregnation. These effects continued to be observed at 3 times the MRHD even after a E
occur in 3@“'“- Unhostall_c hypotension occurred more frequently in adults (4 to 7%) compared to children and (< 1%) two-week period without treatment. The no-effect dose for impaired mating and fertility in male rats was 25 mg/kg, or 0.3 times the
[see Warnings and Precautions (5.7) and Adverse Reactions (6.1)]. MRHD based on mg/m’body surface area. Quetiapine adversely affected mating and fertility in female Sprague-Dawley rats at an oral
dose approximately 1 times the MRHD of 800 mg/day based on mg/m’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
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