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The most common adverse events in pediatric trials included loss of appetite, insomnia, abdominal pain, and emotional lability.
The most common adverse events in the adult trial included dry mouth, loss of appetite, insomnia, headache, and weight loss.

The effectiveness of ADDERALL XR for long-term use has not been systematically evaluated in controlled trials. As with other
psychostimulants indicated for ADHD, there is a potential for exacerbating motor and phonic tics and Tourette’s syndrome.
A side effect seen with the amphetamine class is psychosis. Caution also should be exercised in patients with a history of psychosis.
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With efficacy that goes beyond adequate *
symptom control—to help them reach new heights

* Reduces symptoms to a level comparable to that of
non-ADHD children'

* Effectively addresses the core impairments of ADHD—inattention,
hyperactivity, and impulsivity’

* Once-daily dosing provides day-long improvement in academic
productivity and social functioning>*

* www.ADDERALLXR.com ‘ ‘ ' ERALL XR ‘ ‘
www.ADHDSupportCompany.com

30 mg CAPSULES

Shire us Inc.r

(Shire A ‘ ,
©2004 Shire US Inc., Newport, Kentucky 41071 October 2004  AXJA35| Reach new hei g hts

Abuse of amphetamines may lead to dependence. Misuse of amphetamines may cause sudden death and serious cardiovascular
adverse events. ADDERALL XR generally should not be used in children or adults with structural cardiac abnormalities.
ADDERALL XR is contraindicated in patients with symptomatic cardiovascular disease, moderate to severe hypertension, hyper-
thyroidism and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug abuse, or current or
recent use of MAQO inhibitors. ADDERALL XR should be prescribed with close physician supervision.
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BRIEF SUMMARY: Consult the full prescribing information for complete preduct information.
ADDERALL XR® CAPSULES Cll Rx Only

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR
PROLONGED PERIODS OF TIME MAY LEAD TO DRUG DEPENDENCE. PARTICULAR ATTENTION SHOULD BE
PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR
DISTRIBUTION TO OTHERS AND THE DRUGS SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.

MISUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE
EVENTS.

INDICATIONS

ADDERALL XR® is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD).

The efficacy of ADDERALL XR® in the treatment of ADHD was established on the basis of two controlled trials in
children aged 6 to 12, and one controlled trial in adults who met DSM-IV criteria for ADHD (see CLINICAL
PHARMACOLOGY), along with extrapolation from the known efficacy of ADDERALL®, the immediate-release

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,

|aboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inuiry and recorded by clinicai investigators using
terminology of their own choosing. Consequently, it is not possibie to provide a meaningfut estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smalier number of
standardized event categories. In the tables and listings that follow, COST; T terminology has been used to classify
reported adverse events.

The stated frequencies of adverse events rep the proportion of individ
treatment-emergent adverse event of the lype hsled

Adverse events wi of studies of up to 5 weeks
duration among children with ADHD, 2.4% (10/425) of ADDERALL XRO trea!ed patients discontinued due to
adverse events (including 3 patients with loss of appetite, one of whom also reported insomnia) compared to 2.7%
{7/259) receiving placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in
controlled and uncontrolled, multiple-dose clinical trials of pediatric patients (N=595) are presented below. Over half
of these patients were exposed to ADDERALL XR® for 12 months or more.

o

Is who experienced, at least once, a

formulation of this substance. Adverse event =

CONTRAINDICATIONS pnorexia {055 of appetie) 23

f]\dvanced alrterr]iosclerrosis(,j symatomatiﬁ cardiovascular disdease, moderatehto severe Weight loss 12

ypertension, hyperthyroidism, known hypersensitivity or idiosyncrasy to the sympa- 4 " -

thomimetic amines, glaucoma. Agitated states. Patients with a history of drug abuse. ONE DOSE DAILY Er:orgggi:gnlabmty 39

During or within 14 days foll g the adr ion of mc ine oxidase inhibi © P . § X

(hypertensive crises may result). H In one placebo-controlled 4-week study among adults with ADHD, patients who
discontinued treatment due to adverse events among ADDERALL XR®-treated patients

WARNINGS ) ) ) _— 5mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES | (N=191) were 3.1% (n=6) for nervousness including anxiety and irritability, 2.6%

Psychasis: Clinical experience suggests that, in psy patients, ad of (Mixed Saltsof a Single-Entity Amphetamine Produc) | (n=5) for insomnia, 1% (n=2) each for headache, palpitation, and somnolence; and,

amphetamine may exacerbate symptoms of behavior disturbance and thought disorder. phetamine Sulfate D phetamine Saccharate | (5% (n=1) each for ALT increase, agitation, chest pain, cocaine craving, elevated

Long-Term Suppression of Growth: Data are inadequate to determine whether chron- Ampneramme Aspartate Monohydrate - Amphetamine Sulfate | blood pressure, and weight loss. ' ! !

ic use of stimulants in children, including amphetamine, may be causally

with suppression of growth. Therefore growth shouid be monitored during treatment,

and patients who are not growing or gaining weight as expected should have their treatment interrupted.

Sudden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been reported in
ion with at usual doses in children with structural cardiac abnormalities.

Adderall XR® generally should not be used in children or adulis with structural cardiac abnormalities.

PRECAUTIONS

General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to

minimize the possibility of overdosage.

Hypertension: Caution is 1o be exercised in prescribing amphetamines for patients with even mild hypertension

(see CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients

taking ADDERALL XR®, especially patients with hypertension.

Tics: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette's syndrome. Therefore,

cIinécaI evaluation for tics and Tourette’s syndrome in children and their families should precede use of stimulant

medications.

Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ-

ities such as operatlng machinery or vehicles; the patient should therefore be cautioned accordlngly

Drug idifyi agenrs—cua..- intestinal acidifying agents ( ine, reserpine, g

HCI, ascorbic acid, etc.) lower absorption of amphetamines. Urinary acidifying agents—These agents (ammonl-

Adverse events occurring in a controlled frial: Adverse events reported in a 3-week

clinical trial of pediatric patients and a 4-week clinical trial in adults treated with ADDERALL XR® or placebo are
presented in the tables below.
The prescriber should be aware that these figures cannot be used to predict the incidence of adverse events in the
course of usuat medical practice where patient characteristics and other factors differ from those which prevailed
in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical
investigations involving different tr uses, and i The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event incidence rate in the population studied.

Table 1 Adverse Events Reported by More Than 1% of Pediatric Patients Receiving ADDERALL XR® with
Higher Incidence Than on Placeho in a 584 Patient Clinical Study

um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the arr

molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efflcacy of amphet-
amines. Adrenergic blockers—Adrenergic blockers are inhibited by amp 1es. agent:
Gastrointestinal alkalinizing agents {sodium bicarbonate, etc.} increase absorption of amphetamines. Co-adminis-
fration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary
alkatinizing agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the
amphetamine molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and
therefore potentiate the actions of amphetamines. Antidepressants, tricyclic—Amphetamines may enhance the
activity of tricyclic antidepressants or sympathomimetic agents; d ine with desipramine or protriptyline
and possibly other tricyclics cause striking and sustained increases in the concentration of d-amphetamine in the
brain; cardiovascular effects can be potentiated. MAO inhibitors—MAOQI antidepressants, as well as a metabolite
of furazolldone slow amphetamine metabolism. This slowing potenti ing their effect
on the refease of norepinephrine and other mor from gic nerve endings; this can cause headaches
and other signs of hypertensive crisis. A variety of toxic neurological effects and malignant hyperpyrexia can
occur, sometimes with fatal results Antihistamines—Armphetamines may counteract the sedative effect of antihista-
mines. i i may antagonize the hypotensive effects of antihypertensives.
Ch/orpmmazme—ChIorpromazme blocks dopamine and norepinephrine receptors, thus inhibiting the central
effects of and can be used to treat amphetamine poisoning. Ethosuximide—
Amphetamines may delay intestinal absorption of ethosuximide. Haloperidoi—Haloperidol blocks dopamine
receptors, thus inhibiting the central sti effects of ampt Lithium carbonate—The anorectic and
y effects of ines may be inhibited by lithium carbonate. Meperidine—Amphetamines potenti-
ate the analgesic effect of meperidine. Methenamine therapy—Urinary excretion of amphetamines is increased,
and efficacy is reduced, by acidifying agents used in methenamine therapy. Norepinephrine—Amphetamines
enhance the adrenergic effect of norepinephrine. Phenobarbita—Amphetamines may delay intestinal absorption
of phenobarbital; co-administration of phenobarbital may produce a synergistic antice action. Pheny
Amphetamines may delay intestinal absorption of phenytoin; co-administration of phenytoin may
produce a synergistic anticonvulsant action. Propoxyphene—in cases of propoxyphene overdosage, ampheta-

mine CNS 1is p and fata Isions can occur. Veratrum alkaloids—Amphetamines inhibit
the hypotensive effect of veratrum alkalords
Drug/l Test ines can cause a signifi elevation in plasma corticosteroid

¥
levels. This increase is greatest in the evening. Amphetammes may interfere with urinary steroid determinations.
and | of Fertility: No evidence of carcinogenicity was found in studies
in which d,l-amphetamine (enantromer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, resp ] human
dose of 30 mg/day [child] on a mg/m? body surface area basis.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-retease)(d- to |- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucieus test in vivo and was negative when tested in the £ coff
component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce a
positive response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and
negative responses in the in vitro sister chromatid exchange and chromosomal aberration assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not
adversely affect fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately
§ times the maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis).
Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® {d- to - ratio of
3:1), had no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,
respectively. These doses are approximately 1.5 and 8 times, respectively, the maximum recommended human
dose of 30 mg/day [child] on a mg/m* body surface area basis. Fetal malformations and death have been

ly, the Tecor

Body System Preferred Term ADDERALL XR® (n=374) Placebo (n=210)
General Abdominal Pain (stomachache) 14% 10%
Accidental Injury 3% 2%
Asthenia (fatigue) 2% 0%
ic acid Fever 5% 2%
Infection 4% 2%
Viral Infection 2% 0%
Digestive Loss of Appetite 22% 2%
System Diarrhea 2% 1%
Dyspepsia 2% 1%
Nausea 5% 3%
Vomiting % 4%
Nervous System Dizziness 2% 0%
Emotional Liability 9% 2%
Insomnia 17% 2%
Nervousness 6% 2%
Metabolic/Nutritional Weight Loss 4% 0%

Table 2 Adverse Events Reported by 5% or More of Aduits Receiving ADDERALL XR® with Higher Incidence
Than on Placeho in a 255 Patient Clinical Forced Weekly-Dose Titration Study*

Body System Preferred Term ADDERALL XR®(n=191} Placebo (n=64)
General Asthenia 6% 5%
Headache 26% 13%
Digestive System Loss of Appetite 33% 3%
Diarrhea 6% 0%
Dry Mouth 35% 5%
Nausea 8% 3%
Nervous System Agitation 8% 5%
Anxiety 8% 5%
Dizziness 7% 0%
Insomnia 27% 13%
Gardi System _ Tachycardi 6% 3%
i iti Weight Loss 1% 0%
Urogenitat System Urinary Tract Infection 5% 0%

Note: The following events did not meet the criterion for inclusion in Table 2 but were reported by 2% 1o 4% of adult patients
receiving ADDERALL XR® with a higher incidence than patients receiving placebo in this study: infection, photosensitivity
reaction, constipation, tooth disorder, emotional lability, libido decreased, somnolence, speech disorder, palpitation,
twitching, dyspnea, sweating, dysmenorrhea, and impotence.

*included doses up to 60 mg.

The following adverse reactions have been associated with amphetamine use: Cardiovascular: Palpitations,
tachycardia, elevation of blood pressure, sudden death, myocardial infarction. There have been isolated reports of
cardiomyopathy associated with chronic amphetamine use. Central Nervous System: Psychotic episodes at recom-
mended doses, overstimulation, restlessness, dizziness, insomnia, euphoria, dyskinesia, dysphoria, depression,
tremor, headache, exacerbation of motor and phonic tics and Tourette's syndrome, seizures, stroke. Gastrointestinal:
Dryness of the mouth, unpleasant taste, diarrhea, constipation, other gastroil inal disturbances. Anorexia and
weight loss may occur as undesirable effects. Allergic: Urticaria. Endocrine: Impotence, changes in libido.

DRUG ABUSE AND DEPENDENCE

ADDERALL XR®is a Schedule Il controlled substance.

Amphetamines have been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to many times that
recommended. Abrupt cessation following prolonged high dosage administration results in extreme fatigue and
mental depression; changes are also noted on the sleep EEG. Manifestations of chronic intoxication with

reported in mice following parenteral administration of d-amphetamine doses of 50 mg/kg/day (
6 times that of a human dose of 30 mg/day [child] on a mg/m? basis) or greater to pregnant animals.
Administration of these doses was also associated with severe maternal toxicity.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamine (d- or d,l-), at
doses similar to those used clinically, can result in long-term neurochemical and behavioral alterations. Reported
hehavioral effects include learning and memory deficits, altered locomotor activity, and changes in sexual function.
There are no adequate and well-controlled studies in pregnant women. There has been one report of severe
congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a
woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.
Amphetamines should be used during pregnancy only if the potemlal beneflt justifies the potential risk to the fetus.
Nonteratogenic Effects: Infants born to mothers d d have an i d risk of
premature delivery and low birth weight. Also, these infants may experience symptoms of withdrawal as
demonstrated by dysphoria, including agitation, and significant lassitude.

Usage in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be
advised to refrain from nursing.

Pediatric Use: ADDERALL XR® is indicated for use in children 6 years of age and older.

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied.
Long-term effects of amphetamines in children have not been well established. Amphetamines are not
recommended for use in children under 3 years of age.

Geriatric Use: ADDERALL XR® has not been studied in the geriatric population.

ADVERSE EVENTS

The premarketing development program for ADDERALL XR® included exposures in a tofal of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 10 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clin-
ical pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse

https://doi.org/10.1017/51092852900009950 Published online by Cambridge University Press

ines may include severe dermatoses, marked insomnia, irritability, hyperactivity, and personality
changes. The most severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable
from schizophrenia.
OVERDOSAGE
Individual patient response to amphetamines varies widely. Toxic symptoms may occur |duosyncraucal|y at low
doses. Symptoms: Manifestations of acute overdosage with 1es include r tremor, hyper-
reflexia, rapid respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depression usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hypotension and circufatory collapse. Gastrointestinal symptoms include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded by convulsions and coma.
Treatment: Consult with a Certified Poison Control Center for up to date and advice. Mar of acute
amphetamine intoxication is largely symptomatic and includes gastric lavage, administration of activated charcoal,
administration of a cathartic and sedation. Experience with hemodialysis or peritoneal dialysis is inadequate to
permit recommendation in this regard. Acidification of the urine increases amphetamine excretion, but is believed to
increase risk of acute renal failure if myoglobinuria is present. If acute severe hypertension complicates ampheta-
mine overdosage, administration of intravenous phentolamine has been suggested. However, a gradual drop in blood
pressure will usually result when sufficient sedation has been achieved. Chlorpromazine antagonizes the central

effects of ar 1es and can be used to treat amphetamine intoxication.
The prolonged release of mixed amphetamine salts from ADDERALL XR® should be considered when treating
patients with overdose. Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F).
Excursions permitted to 15-30° G (59-86° F) [see USP Controlled Room Temperature].
Manufactured for: Shire US Inc., Newport, KY 41071 Made in USA For more information call 1-800-828-2088, or
visit www.adderallxr.com. ADDERALL® and ADDERALL XR® are registered in the US Patent

-
(Shire

and Trademark Office. Gopyright ©2004 Shire US Inc.
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Help Get Moving with PARGOPA

A Proven Drug in a New Delivery System

All the Benefits of Carbidopa-Levodopa
in a New Orally Dissolving Formulation

Consider PARCOPA for Parkinson’s patients who:

¢ Need help due to morning rigidity
PARCOPA is easy to take in bed, to help patients get their morning
routine moving.

* Require strict dosing

PARCOPA can be taken anytime, anywhere without water or chewing.

» Have concern about going “off”
PARCOPA tablets can be carried in bottles or pill cases like
conventional tablets for convenient, ready availability. Patients with
markedly irregular (“on-off”) responses to levodopa have not been
shown to benefit from carbidopa-levodopa therapy.

» May benefit from the RapiTab™ formulation
The orally dissolving tablets may make it easier for patients who
have trouble swallowing.

A Therapeutic Alternative to
Sinemet® Tablets

» PARCOPA is available in the same strengths as Sinemet® Tablets.

» PARCOPA can be prescribed using the same dosing and administration

schedules as Sinemet® Tablets.

PARCOPA"

(carbidopa-levodopa

orally disintegrating tablets)
10 mg/100 mg 25 mg/100 mg e 25 mg/250 mg

RapiTab™ is a trademark of SRZ Properties, Inc.
Sinemet® is a registered trademark of Merck & Co., Inc.

©2005 SCHWARZ PHARMA, INC., Milwaukee, WI 53201 USA 711201 09/04
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PARCOPA™ is contraindicated for concomitant
use with nonselective monoamine oxidase
(MAQ) inhibitors, in patients with known
hypersensitivity to any component of this drug,
in patients with narrow-angle glaucoma and in
patients with suspicious, undiagnosed skin
lesions or a history of melanoma.

The most common adverse reactions reported
with carbidopa-ievodopa therapy have included
dyskinesias, such as choreiform, dystonic,

and other involuntary movements and nausea.
Other side effects may include mental distur-
bances and symptoms resembling neuroleptic
malignant syndrome. Individualize therapy to
reduce adverse reactions.

PARCOPA™ should be used with caution in
patients with severe cardiovascular or pulmonary
disease, bronchial asthma, renal, hepatic or
endocrine disease, and in patients with a history
of myocardial infarction or peptic ulcer.

When patients are receiving levodopa without
a decarboxylase inhibitor, levodopa must be
discontinued at least 12 hours before
PARCOPA™ is started.

Each 10/100 mg and each 25/100 mg orally
disintegrating tablet contains phenylalanine
3.4 mg; each 25/250 mg orally disintegrating
tablet contains phenylalanine 8.4 mg.

Please see Brief Summary of Prescribing
Information on adjacent page.

For more information visit www.PARCOPA.com.


https://doi.org/10.1017/S1092852900009950

PARCOPA"

(carbidopa-levodopa orally disintegrating tablets)
10 mg/100 mg = 25 mg/100 mg 25 mg/250 mg

Rx Only

BRIEF SUMMARY: Before prescribing PARCOPA™, please see package insert for full
preseribing information.

INDICATIONS AND USAGE: PARCOPA™ is indicated in the treatment of the symptoms of
idiopathic Parkinson’s disease (paralysis agitans), pestencephalitic parkinsonism, and
symptomatic parkinsanism which may follow injury to the nervous system by carbon
monioxide intoxication and/or manganese intoxication. PARCOPA™ is indicated in these con-
ditions to permit the administration of lower doses of levodopa with reduced nausea and
vomiting, with more rapid dosage titration, with a somewhat smoother response, and with
supplemental pyridoxine (vitamin Bg). In some patients, a somewhat smoother antiparkin-
sonian effect restits from therapy with carbidopa-levodopa than with levodapa. However,
patients with markadly ireqular ("on-off") respanses to levadapa have nat heen shown to
benefit from carbidopa-levodapa therapy. Although the administration of carbidopa
permits control of parkinsonism and Parkinson's disease with much lower doses of
levodopa, there is no conclusive evidence at present that this is beneficial other than in
reducing nausea and vemiting, permitting more rapid titration, and providing a somewhat
smaother response to tevodopa. Certain patients who responded poorly to levodopa have

until just prior to dosing. With dry hands, the tablet should be gently removed and imme-
diately placed on the tongue to dissolve and be swallowed with the saliva. The patient
should be informed that PARCOPA™ is an immediate-release formutation of carbidopa-
levodopa that is designed to begin release of ingredients within 30 minutes. It is impor-
tant that PARCOPA™ be taken at regular intervals according to the scheduie outiined by
the physician. The patient should be cautioned not to change the prescribed dosage regi-
men and not to add any additional antiparkinson medications, including other carbidopa-
levodopa preparations, without first consulting the physician. Patients should be advised
that sometimes a “wearing-off” effect may occur at the end of the dosing interval. The
physician should be notified if such response poses a problem to lifestyle. Patients should
be advised that occasionally, dark color {red, brown, or black) may appear in saliva, uring,
or sweat after ingestion of PARCOPA™. Although the color appears to be clinically
insignificant, garments may become discolored. The patient should be advised that a
change in diet to foods that are high in protein may delay the absorption of levodopa and
may reduce the amount taken up in the circulation. Excessive acidity also delays stomach
emptying, thus delaying the absorption of levodopa. Iron salts {such as in muiti-vitamin
tablets) may also reduce the amount of levodopa available to the body. The above factors
may reduce the clinical effectiveness of the levodopa or carbidopa-levodopa therapy.
NOTE: The suggested advice to patients being treated with PARCOPA™ is intended to aid
in the safe and effective use of this medication. It is not a disclosure of all possible
adverse or intended effects. Laboratory Tests: Abnormalities in laboratory tests may
incluge slevations of iver function tests such as alkaline phosphatase, SGOT (AST), SGRT
{ALT), lactic and bilirubin. Abnormalities in blood urea nitrogen and

improved when carbidopa-levodopa was substituted. This is most likely due to
peripheral decarboxylation of levodopa which results from administration of carbidopa
rather than to a primary effect of carbidopa on the nervous system. Carbidopa has not
been shown to enhance the intrinsic efficacy of levodopa in parkinsonian syndromes. In
considering whether to give PARCOPA™ to patients already on levodopa who have nausea
and/or vomiting, the practitioner should be aware that, while many patients may be
expected to improve, some do not. Since one cannot predict which patients are likely to
improve, this can only be determined by a trial of therapy. It should be further noted that
In controtied trials comparing carbidopa-ievodopa with levodopa, about half of the
patients with nausea and/or vomiting on levodopa improved spontaneously despite being
retained on the same dose of levodopa during the controlled portion of the trial.
CONTRAINDICATIONS: Nonselective monoamine oxidase (MAO) inhibitors are con-
traindicated for use with PARCOPA™, These inhibitors must be discontinued at least two
weeks prior to initiating therapy with PARCOPA™. PARCOPA™ may be administered

itantly with the s dose of an MAQ inhibitor with
selectivity for MAO type B (e.g., selegiline HC)) (See PRECAUTIONS, Drug interactions).

positive Coombs test have also been reported. Commonly, levels of blood urea nitrogen,
creatining, and uric acid are lower during administration of carbidopa-levodapa than with
levodopa. Carbidopa-levodopa may cause a false-positive reaction for urinary ketone
bodies when a test tape is used for determination of ketonuria, This reaction will not

be attered by boiling the urine specimen. False-negative tests may result with the use
of glucose-oxidase methods of testing for glucosuria, Cases of falsely diagnosed
pheochromocytoma in patients on carbidopa-levodopa therapy have been reported very
varely. Caution should be exercised when interpreting the plasma and urine levels of
catecholamines and their metabolites in patients on ievodopa or carbidopa-levodopa
therapy. Drug Interactions: Caution should be exercised when the following drugs are
administered concomitantly with PARCOPA™ (g levadopa oraliy disi

test; elevated serum glucose; white blood cells, bacteria, and biood in the urine. Other
adverse reactions that have been reported with levodopa alone and with various
carbidopa-levodopa formulations, and may occur with PARCOPA™ are: Body as a Whole:
abdominal pain and distress, fatigue. Cardiovascular: myocardial intarction.
Gastrointestinal: gastrointestinal pain, dysphagia, sialomrhea, flatulence, bruxism, burning
sensation of the tongue, heartbum, hiccups. Metabolic: edema, weight gain, weight loss.
Musculoskeletal: leg pain. Nervous System/Psychiatric: ataxia, extrapyramidal disorder,
falling, anxiety, gait abnormalities, nervousness, decreased mental acuity, memory impair-
ment, disorientation, euphoria, blepharospasm (which may be taken as an early sign of
excess dosage; consideration of dosage reduction may be made at this time), trismus,
increased tremor, numbness, muscle twitching, activation of (atent Horner's syndrome,
peripheral neuropathy. Respiratory: pharyngeal pain, cough. Skin: malignant melanoma
{see also CONTRANDICATIONS), flushing. Special Senses: oculogyric crises, diplopia,
blurred vision, ditated pupils. Urogenital: urinary retention, urinary incontinence, priapism.
Miscellaneous: bizarre breathing patterns, faintness, hoarseness, malaise, hot flashes,
sense of stimulation. Laboratory Tests: decreased white blood cell count and serum
potassium; increased serum creatinine and uric acid; protein and glucose in urine.
OVERDOSAGE: Management of acute overdosage with PARCOPA™ is the same as
management of acute averdosage with levodopa. Pyridoxine is not effective in reversing
the actions of PARCOPA™. General supportive measures should e employed, along with
immediate gastric lavage. Intravenous flmds should be administered judiciously and an
adequate airway maintained, B shpuld be instituted and the
patient carefully observed for the of if required, i
anti-arrhythmic therapy should be given. The possibility that the patient may have taken
other drugs as well as PARCOPA™ should be taken into consideration. To date, no experi-
ence has been reported with dialysis; hence, its value in overdosage is not known. Based
on studies in which high doses of levodopa and/or carbidopa were administered, a signif-
icant proportion of rats and mice given single oral doses of levodopa of approximately
1500-2000 mg/kg are expected to die. A significant proportion of infant rats of both
sexes are expected to die at a dose of 800 mg/kg. A significant proportion of rats are
expected 1o die after treatment with similar doses of carbidopa. The addition of carbidopa
in a 1:10 ratio with levodopa increases the dose at which a significant proportion of mice
are expected 1o die to 3360 mg/kg. DOSAGE AND ADMINISTRATION: instructions

tablets). Symptomatic postural hypatension has occurred when carbidopa-levodopa was
added to the treatment of a patient receiving antihypertensive drugs. Therefore, when
therapy with PARCOPA™ is started, dosage adjustment of the antihypertensive drug may
be requirad. For patients receiving MAQ inhibitors (Type A or B), see CONTRAINDICA-
TIONS. G therapy with selegiline and carbidopa-levodopa may be associated

PARCOPA™ is contraindicated in patients with known ity to any
of this drug, and in patients with narmow-angle glaucoma. Because ievodopa may activate
a malignant metanema, PARCOPA™ should not be used in patients with suspicious,
undiagnosed skin fesions or a history of melanoma. WARNINGS: When PARCOPA™
idopa-levodopa orally ing tablets) is to be given to patients who
are heing treated witft levodopa, levodopa must be discontinued at least twelve
hours before therapy with PARCOPA™ (carhidopa-levodopa orally disintegrating
tablets) is started. In order to reduce adverse reactions, it is necessary to indi-
vidualize therapy. See DOSAGE AND ADMINISTRATION section before initiating
therapy. The addition of carbidopa with levodepa in the form of PARCOPA™ reduces the
peripheral effects (nausea, vomiting) due to decarboxylation of levodopa; however, car-
bidopa does not decrease the adverse reactions due to the central effects of levodopa.
Because carbidopa permits more levodepa 10 reach the brain and more dopamine to be
formed, certain adverse CNS effects, e.g., dyskinesias (involuntary movements), may
occur at lower dosages and sconer with PARCOPA™ than with levodopa alone. Levodopa
alone, as well as PARCOPA™, is iated with dyskinesias, The of dyskine-
sias may require dosage reduction. As with levodopa, PARCOPA™ may cause mental dis-
turbances. These reactions are thought to be due to increased brain dopamine following
administration of levedopa. All patients should be observed carefully for the development
of depression with Suicidal Patients with past or current
psychoses should be treated with caution. PARCOPA™ should be administered cautiously
to patients with severe cardiovascular or pulmonary disease, bronchial asthma, renal,
hepatic or endocrine disease. As with levodopa, care should be exercised in administer-
ing PARCOPA™ to patients with a history of myocardial infarction who have residual atrial,
nodal, or ventricuiar arrhythmias. In such patients, cardiac function should be monitored
with particular care during the period of initial dosage adjustment, in a facility with
provisions for intensive cardiac care. As with levodopa, treatment with PARCOPA™ may
increase the possibility of upper gastrointestinal hemorhage in patients with a history of
peptic vicer. Neuroleptic Malignant Syndrome (NMS): Sporadic cases of a symptom
complex resembling NMS have been reported in association with dose reductions or
withdrawal of therapy with carbidopa-levodopa. Therefore, patients should be cbserved
carefully when the dosage of PARCOPA™ is reduced abruptly or discontinued, especiaily if
the patient is receiving ptics. NMS is an ut lif syndrome
characterized by fever or hyperthermia. Neurological findings, including muscle rigidity,
involuntary movements, altered consciousness, mental status changes; other distur-
bances, such as autonomic dysfunction, tachycardia, tachypnea, sweating, hyper- or

with sevece orthostatic hypotension nat attributable to carbidopa-evodopa alone (see
CONTRAINDICATIONS). There have been rare reports of adverse reactions, including
hypertension and dyskinesia, resutting from the concomitant use of tricyclic antidepres-
sants and carbidopa-levodapa. Dopamine D, receptor antagonists (e.g., phenothiazines,
butyrophenanes, risperidone) and isoniazid may reduce the therapeutic effects of lev-
odopa. In addition, the beneficial sftects o levodopa in Parkinson’s disease have been
reported to be reversed by phenytoin and papaverine. Patients taking these drugs with
PARCOPA™ should be carsfully observed for loss of therapeutic response. Iron salts may
reduce the bicavailability of levodopa and carbidopa. The clinical relevance is unclear.
Although metoclopramide may increase the bioavailability of levodapa by increasing gas-
Tric emptying, metoclopramlde may also adversely affect disease controf by its dopamine
receptor properties. i of
Fertility: In a two-year bioassay of carbidopa and levadopa, no evidence of carcinogenic-
ity was found in rats receiving doses of approximately two times the maximum dally
‘human dose of carbidopa and four times the maximum daity human dose of levodopa. In
reproduction studies with carbidopa and levedopa, no effects on fertility were found in
rats receiving doses of approximately two times the maximum daily human dose of car-
bidopa and four times the maximum datly human dose of levodopa. Pregnancy:
Pregnancy Category C.: No teratogenic effects were observed in a study in mice receiv-
ing up to 20 times the maximum recommended human dose of carbidopa and levodopa.
There was a decrease in the number of live pups delivered by rats receiving approxi-
mately two times the maximum recommended human dose of carbidopa and approxi-
mately five times the maximum recommended human dose of levedopa during organo-
genesis. Carbidopa and levodepa caused both visceral and skeletal malformations in
rabbits at all doses and ratios of carbidopa/levodopa tested, which ranged from 10
times/5 times the maximum recommended human dose of carbidopa/levodopa to 20
times/10 times the maximum human dose of carbidop: dopa. There
are no adeguate or well-controfled studies in pregnant women, It has been reported from
individual cases that levodopa crosses the human placental barrier, enters the fetus, and
is metabolized, Carbidopa concentrations in fetal tissue appeared to be minimal. Use of
PARCOPA™ in women of child-bearing potential requires that the anticipated benefits of
the drug be weighed against possible hazards to mother and child. Nursing Mothers:
1t is not known whether this drug is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised when PARCOPA™ is administered to
anursing woman. Pediatric Use: Safety and effectiveness in pediatric patients have not
been | Use of the drug in patients below the age of 18 Is not recommended.

hypotension; laboratory findings, such as creating elevation,
myogichinuria, and increased serum myogiobin have been reported. The early diagnosis
of this condition is important for the appropriate management of these patients.
Considering NMS as a possible diagnosis and ruting out other acute illnesses (8.9., pneu-
mania, systemic infection, etc.) is essential, This may be especially complex if the clinical
presentation includes both serious medical llness and untreated or inadequately treated
exrapyramica) signs and symptoms {EPS). Other important considerations in the differ-
ential diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and pri-
mary central nervous system (CNS) pathelogy. The management of NMS should include:
1) intensive symptomatic treatment and medical monitoring and 2) treatment of any con-
comitant serious medical problems for which specific treatments are availabie. Dopamine
agonists, such as bromoeriptine, and muscle relaxants, such as dantrolene, are often
used in the treatment of NMS, however, their eff has not been in
controlled studies. PRECAUTIONS: Ganeral: As with fevodopa, periodic evaluations of
hepatic, hematopaietic, cardiovascular, and renal function are recommended during
extended therapy. Patients with chronic wide-angle glaucoma may be treated cautiously
with PARCOPA™ provided the infraocular pressure is well controlled and the patient is
monitored carefully for changes in intraocular pressure during therapy. Information for
Patients: Phenylketonurics: Phenylketonuric patients should be informed that
PARCOPA™ contains phenylalaning 3.4 mg per 25/100 orally disintegrating tablet, 3.4

ADVERSE REACTIONS: The most common adverse reactions reported with carbidopa-
levodopa therapy have included dyskinesias, such as choreiform, dystonic, and other
invoiuntary movements and nausea. The following other adverse reactions have been
reported with carbidopa-levedopa: Body as @ Whole: chest pain, asthenia. Cardiovascular:
cardiac rregularities, hypotension, orthostatic effects including orthostatic hypctensmn
hypertension, syncape, phiebitis, palpitation. G: dark saliva,
bleeding, development of duodenal ulcer, anorexia, vomltlng diarrhea, constipation,
dyspepsia, dry mouth, taste alterations. / is, hemolytic and non-
hemolytic anemia, i urticaria,
pruritus, Henoch-Schonlein purpura, bullous Iesmns (including pemphigus-fike reactions).
Musculoskeletal: back pain, shoulder pain, muscle cramps. Nervous System/Psychialric:
psychotic episodes including delusions, hallucinations, and paranoid ideation, neuroleptic
malignant syndrome {see WARNINGS), bradykinetic episodes (“on-off* phenomencn),
confusion, agitation, dizziness, somnofence, dream abnormalities including nightmares,
insomnia, p ia, headache, depression with or without of suicidal ten-
dencies, dementia, increased libido. Convulsions also have occurred; however, a causal
relationship with carbidopa-levodopa has not been established. Respiratory: dyspnea,
upper respiratory infection. Skin: rash, increased sweating, alopecia, dark sweat.
Urogenital: urinary tract infection, unnary frequency, dark urine, Laboratory Tests:

in and iies in alkaiine SGOT

mg per 10/100 orally disintegrating tabiet, and 8.4 mg per 25/250 orally disi
tablet. Patients should be instructed not to remove PARCOPA™ Tablets from the bottle

{AST), SGPT (ALT), lactic dehydrogenase, bilirubin, blood urea nitrogen (BUN), Coombs
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for Us ing PARCOPA™ Tablets: Just prior to administration, GENTLY remove the
tablet from the bottle with dry hands, IMMEDIATELY place the PARCOPA™ Tablet on top of
the tongue where it will dissolve in seconds, then swallow with saliva. Administration with
liquid is not necessary. The optimum daily dosage of PARCOPA™ must be determined
by careful titration in each patient. PARCOPA™ is available in a 1:4 ratio of carbidopa to
levodopa (PARCOPA™ 25/100) as well as 1:10 ratio (PARCOPA™ 25/250 and PARCOPA™
10/100), Tahlets of the twa catios may be given separately o combined as needed
1o provide the optimum dosage. Studies show that peripheral dopa decarboxylase is
saturated by carbidopa at approximately 70 to 100 mg a day. Patients recelving less
than this amount of carbidopa are more fikely to experience nausea and vomiting,
Usual Initial Dosage: Dosage is best initiated with one tablet of PARCOPA™ 25/100
three times a day. This dosage schedule provides 75 mg of carbidopa per day. Dosage
may be increased by one tablet every day or every other day, as necessary, until a
dosage of eight tablets of PARCOPA™ 25/100 a day is reached. if PARCOPA™ 10/100
is used, dosage may be initiated with one tablet three or four times a day. However, this
will not provide an adequate amount of carbidopa for many patients. Dosage may be
increased by one tablet every day or every other day until a total of eight tablets
(2 tablets q.i.d.) is reached. How o Transfer Patients from Levodopa: Levodopa
must be discontinued at least twelve hours before starting PARCOPA™
{carbidopa-levodopa orally disintegrating tablets). A daily dosage of PARCOPA™
shouitt be chosen that will provide approximately 25 percert of the previous levotopa
dosage. Patients who are taking less than 1500 mg of levodopa a day shouid be started
on one tablet of PARCOPA™ 25/100 three or four times a day. The suggested starting
dosage for most patients taking more than 1500 mg of levodopa is one tabiet of PARGOPA™
25/250 three or four times a day. Maintenance: Therapy should be indvidualized and
adjusted according to the desired therapeutic response. At least 70 to 100 mg of
carbidopa per day should be provided. When a greater proportion of carbidopa is
required, one tablet of PARCOPA™ 25/100 may be substituted for each tablet of
PARCOPA™ 10/100. When more levodopa is required, PARCOPA™ 25/250 should be
substituted for PARCOPA™ 25/100 or PARCOPA™ 10/100. ¥ necessary, the dosage of
PARCOPA™ 25/250 may be increased by one-half or one tablat every day or every other
day to a maximum of eight tablets a day. Experience with total daily dosages of carbidopa
greater than 200 mg Is limited. Because both therapeutic and adverse responses ocour
more rapidly with PARCOPA™ than with levedopa alone, patients should be manitored
closely during the dose period. involuntary will occur
more rapidly with PARCOPA™ than with levodopa. The occurrence of involuntary move-
ments may require dosage reduction. Blepharospasm may be a useful early sign of
excess dosage in some patients. Addition of Other Antlparkinsonian Medications:
Standard drugs for Parkinson's disease, ather than levadapa without a decarboxylase
inhibitor, may be used concomitantly while PARCOPA™ is being administered, although
dosage may he required. of Therapy: Sporadic cases of
a symptom complex resembling Neuroleptic Malignant Syndrome (NMS) have been

with dose ions and wi of carbidopa-levodopa. Patients should
be observed carefully if abrupt reduction or discontinuation of PARCOPA™ is required,
especially if the patient is receiving neuroleptics. (See WARNINGS.) If general anesthesia
is required, PARCOPA™ may be continued as long as the patient is permitied to take
fluids ang medication by mouth. if therapy is interrupted ternporarily, the patient should
he observed for symptams resembling NMS, and the usual daily dosage may be
administered as scan as the patient is able to take oral medication.

Manufactured for:
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BRIEF SUMMARY of PRESCRIBING INFORMATION
INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
‘episodes associated with bipolar | disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The
of SEROQUEL in acute bipolar mania was established in two 3-week monatherapy trials and ane 3-week
adjunct therapy trial of bigolar | patients initially hospitalized for up to 7 days for acute mania. Effectiveness for
mare than 3 weeks has not been systematically evaluated in clinical trials. Therefore, the physician who elects to use
SEROQUEL for extended periods should periodically re-gvauate the long-term risks and benefits of the drug for
the individual patient. Sehizophrenia: SEROCUEL is indicated for the treatment of schizophrenia, The efficacy of
SEROQUEL in'schizophrenia was established in short-term (6-week} controlied trials of schizophrenic inpatients.
The eftectiveness of SEROQUEL in long-term use, that s, for more than 6 weeks, has not heen systematically
evaluated it contralled tils. Theretore, the physician who elects to use SEROQUEL for extended periods shouid
periodically re-evaluate the long-term usefulness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitiity to this medica-
tion or any of fis ingredients.
WARNINGS: Neuroleptic Malignani Syndrome (NMS): A potentially fatal symptom complex sometimes referred to
u Neuroleptic Malignant Syndrame (NMS) has been reported in association with administration of antipsychotic
gs including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestatians of
we lwernyvexla muscle rigidiy, atered mental status, and evidence of autonomic instabiliy (irregular pulse
ovblood préssure, tachycardia, diaphoresis, and cardiac dysthythmia). Additional signs may include elevated crea-
tine phosphokinase, myapbobmuna (thabdomyolysis) and acute renal failure, The diagnostic evaluation of patients
with this syndrome is complicated. In arriving at a diagnosis, it is important to exclude cases where the clinical pre-
sentation includes both serious medical llness (2.g., pneumaonia, systemic infection, etc.) and untreated or inade-
quately treated exrapyramidal smns and symptoms (EPS). Other important considerations in the differential diag-
nasis include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous System (CNS)
pathology. The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and other
s not essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant Serious medical problems for whicht specific treatments are available. There is n general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires antipsychofic drug
treatment after recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The
patient should be carefully monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of otentially ireversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. Atthough the prevalence of the syndrome appears to be fighest among the elderly, especially elderly
‘women, 1 is impossile to rely upon prevalence estimates to predict, at the inception of antipsychofic treatment,
which patients are lixely to develop the syndrome. Whether antipsychotic drug products differ in thelr potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the fikefihood that it will become
eversible are betieved to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, atthough much less commonly, after rel-
ativety brief treatment periods at low doses. There is no known treatment tor established cases of tardive dyskinesia,
although the syndrome may remit, partally or completely, if antipsychatic treatment is withdrawn. Antipsychotic
treatment,itselt, however, may suppress {or partially Suppress) the signs and symptoms of the syndrome and there-
by may possnhw mask the underlying process. The effect that symptomatic suppression has upon the fong-term
caurse of the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in 2 manner that
s mast likety to minimize the occurrence of tardive dyskinesia. Chroric antipsychotic treatment shouid generally be
for patients who appear to suffer from 2 chronic ifiness that (1) s known to respand to antipsychotic drugs,
and (2) for whom aherative, equally effective, hut potentially less harmful treatments are not available or appropri-
ate. In patients who da require chranic treatment, the smallest dose and the shortest duration of treatment produc-
o’?a satistactory clnical response should be sought, The need for confinued treatment should be reassessed peri-
cally.  signs and symptoms of tardive dyskinesia appear in a patient on SERGQUEL, drug discontinuation should
considered. However, Same patients may require treatment with SEROQUEL despite the presence of the syn-
dmme d Diabetes Mellitus: , i1 S0Me Cases extreme and associated with ketoaci-
00sis or hyperosmolar coma or death, has been reporied in patlents reated with atypical antipsychotics, including
SEROQUEL. Assessment of the relationshia between atypical antipsychatic use and glucase abnormialities is com-
plicated by the possibiliy of an increased background sk of diabetes mellitus in pafients with schizaphrenia and
the increasing incidence of diabetes meliitus in the general population. Given these confounders, the relationship
between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood.
1, epiOemiological studies suggest an ncreased risk of treatment-emergent hyperglycemia-related adverse
events in patiens treated with the atypical antipsychoics. Precise risk estimates for hyperglycemia-related adverse
events in patients reated with atypical anfipsychatics are not available. Patients with an established diagnosis of dia-
betes melitus who are started on atypical antipsychotics should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes melitus (eg, obesity, family history of diabetes) whao are starting treat-
ment with atypical antipsychotics should undergo fasting biood glucose testing at the beginning of treatment and
periodicalty during treatment. Any patient treated with atypical antipsychotics should be monitared for symptoms of
WWOWW including polydipsia, polyuria, polyphag\a and weakness. Patients who develop symptoms of hyper-
I8 undergo fasting blood glucose testing. in some cases,
hyperghyuemia has resolved when the atypical anfipsychotic was discontinued; however, some patients required
continuation of antiiabetic treatment despite discontinuation of the Suspect druq

PRECAUTIONS: Ganeral: Orthosialic Hypotension: SEROQUEL may induce arthostatic hypotension associated
wrmdazmes taghycardi and, in some patients, syncope, especiall during the initial dose-fitration period, prob-

wfeﬂm&ns o-adrenergic antagonist properties. Syncope was reported in 1% (23/2567) of the patients
treated with SEROQUEL, compared with 0% (0/607) an placebo and about 0.4% (2/527) on active control drugs,
SEROQUEL should be used with pacticular caution in patients with known cardivascular disease (history of
myocardial infarction or ischemic heart disease, heart failure or conduction abnormaiities), cerebrovascular disease
or conditions which would predispose patients to hypatension (dehydration, fiypovolemia and treatment with anti-
hypertensive medications). The risk of orthostatic hypotension and syncope may be mirimized by limiting the ini-
ial dose to 25 mg bic. ff hypotension cccurs during ttration to the target dose, a retum to the previous dese in the
tiration schedule is appropriate. Cataracts: The development of cataracts was cbserved in association with que-
fispina treatment in chvonic dog studies (see Animal Toxicology in Prescribing Information). Lens changes have
4130 been observed in patients during long-term SEROQUEL traatment, bul a causal relationship to SEROQUEL
use has not bean estaliished. Nevertheless, the possibility of lenticular changes cannot be excluded at this
tima. Thersfore, examination of the lens by methods adequate to detect cataracl formation, such as siit lamp
exam or o g fately sansitive methods, is recommended at initiation of treatment or shortly thereatier,
M o\ B month intarvals during chronic trsatment. Seizures: During clinical trials, seizures occurred in 0.6%
(1812752} of patients treated with SEROQUEL compared to 0.2% (1/607) an placebo and 0.7% (4/527) on active
controd drugs. As with other antipsychotics SEROQUEL showld be used cautiously in patients with a history o
seizures or with conditions that potentially lower the seizure threshokd, &.g., Alzheimer's dementia. Conditions that
Jower the seizure threshol may be more prevalent in a population of [ years or older. Hypothyroidism: Clinical tr-
als with SEROQUEL demonstrated a dose-related decrease in total and free thyraxine (T4) of approximately 20% at
the higher end of the therapeutic dose range and was maximal in the first two to four weeks of treatment and main-
tained without wagtatmn or progression during mare chronic therapy. Generally, these changes were of no clinical
significance and TSH was unchanged in most patients, and levels of TBG were unchanged. in nearly all cases, ces-
sation of SEROQUEL treatment was associated with a reversal of the effects on total and free T4, imespective of the
duration of treatment. About 0.4% g2/2791) of SEROQUEL patients did experience TSH increases in monothera-
py studies. Six of the patients with TSH increases needed replacement thyroid treatment, In the mania adjunct stud-
1es, where SEROQUEL was added to lithium or divalproate, 12% {24/196) of SEROQUEL treated patients compared
10 7% (15/203) of placebo reated patients had elevated TSH fevels. Of the SEROQUEL treated patients with efevat-
ed TSH levels, 3 had simultaneous low free T4 levels. Cholesterol and Triglyceride Elevations: In schizophrenia tri-
s, SEROQUEL treated patients had increases from baseline in cholesterol and triglyceride of 11% and 17%,
respéctively, compared to siight decreases for plzceto patients. These changes were only weakly related to the
increases in weight observed in SEROQUEL-treated patients. Hyperpralactinemia: Athough an elevation of pro-
Jactin levels was not demonstrated in cliical trials with SEROQUEL, increased prolactin levels were abserved in rat
studies with this compound, and were assaciated with an increase in mammary gland neoplasia fn rats (see
Carcinogenesis). Tissue culture experiments indicate that approximately ane-third of human breast cancers are pro-
lactin dependent in vitro, a factor of potential importance if the prescription of these drugs is contemplated in @
patient with previously detected breast cancer. Afthough disturbances such as galactorrhea, amenarthea, gyneco-
masta, and impotence have been reported with prolactin-elevating compounds, the clinical significance of elevated
serum protactin levets is unknown for most patients. Neither clinical studies nor epidemiologic studies conducted
to date have Shawn an assaciation between chronic administration of this clss of drugs and tumorigenesis in
humans, the avaitable evidence is considered too limited to be conclusive at this time. Transaminage Elevations:
Asymptomatic, transient and reversible elevations in serum fransaminases {primarily ALT) have been reported. In
schizophrenia trials, the proportions of patients with transaminase elevations of > 3 times the upper imits of the
nommal reference range in  pool of 3- to 6-week placebo-controlled trials were approximately 6% for SEROQUEL
compared to 1% for piacebo. in acute bipolar mania trials, the proportions of patients with transaminase elevations
of > 3 times the upper limits of the normal reference range in a pool of 3- to 12-week placebo-controlled trias were
approimately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usuatly occurred within the
first 3 weeks of drug treatment and promptly returned to pre-study levels with ongging treatment with SEROQUEL.
Potential for Cognifive and Motor Impairment: Somnolence was a commonly reported adverse event reported in
patients treated with SEROQUEL especially during the 3-5 day period of inftial dose-titratian. tn schizophrenia trials,
somnolence was reported in 18% of patients on SEROQUEL compared to 11% of placebo patients. (n acute bipo-
lar mania trials using SEROQUEL as monotherapy, somnolence was reported in 16% of patients on SERCQUEL
compaed 10 4% of placebo patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients on SERCQUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skil, patients should be cautioned about performing activities
fequiring mental aiertness, such as aperating a motor vehicle (including automobiles) or operating hazardous
machinery unttthey are reasonably certain that SEROQUEL therapy does not affect ther adversety. Priapism: One
case of priapism in a patient receiving SEROQUEL has been reported prior to market introduction. While a causal
relationship to use of SERGQUEL has not been established, other drugs with alpha-adrenergic blocking effects have
been reported to induce priapism, and t is possibie that SERCQUEL may share this capacily. Severe priapism may
requirg surgical intervention. Body Temperaiure Regulation: Although not reported with SEROQUEL, disruption
of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may con-
it to an eigvation in core body temperature, &.g., exercising strenuausly, exposure to extreme heat, receiv-
ing concomitant medication with anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal
dysmotiity and aspiration have been assaciated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and mortality in eiderty patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychatic drugs should be used cautiously in patients at risk for aspiration pneumonia.
Swicide: The possibility of a suicide attempt is inherent in bipolar disorder and schizaphrenia: close supervision of
high risk patients should accompany drug therapy. Prescriptions for SERGQUEL should be written for the smallest
quantityof tablets cms\stem with good patient mana%emem in order 10 reduce the risk of overdose. Usa in Patients
wih Concomitant linass: Clinical experience with SEROQUEL in patients with certain concomitant systemic il-
nesses s fimited. SEROQUEL has nat been evaluated or used to any appreciable extent in patients with a recent his-
tory of myocardial nfarction or unstable heart disease. Patiens with these diagnoses were excluded from premar-
heting chnical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should be observed
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in casdiac patients {see Orthostatic Hypotension). Information for Patiems: Physicians are advised to discuss the
folowing issues with patients for whom they prescribe SEROGUEL. Urthastatic Hypotension: Patients should be
advised of the risk of orthostatic hypotension, especialty during the 3-5 day period of initial dose titration, and aiso
at times of re-initiafing treatment or increases in dose. intertersnce with Cognitive and Motor Perfonnance: Since
somnolence was a commanly reported adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnolence, especially during the 3-5 day periad of initial dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operafing a motor vehicle {including
automobiles} or aperating hazardous machingry, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to notify their physician if they become pregrant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to nofify their physi-

cians if they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol: Patients should be
agvised to avoid cansuming alcoholic beverages whil taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and deydration. Labaratory Tests: No spe-

cffic laboratory tests are recommended. Drug tnteractions: The risks of using SEROQUEL in combination with other
drugs have not been extensively svaluated in systematic studies. Given the primary CNS effects of SEROGUEL, cau-

tion shauld be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alooholic
beverages should be avoided whilg taking SEROQUEL. Because ofits potential for inducing hypo(ensmn SEROQUEL
may enhancs the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenyloin: Coadministration of quetiapine (250 mg
tic) and phenytain (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be required to maintain control of symptoms of schizaphrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.g., carbamazepine, barbiturates, rfampin, glucocorticoids). Caution
should be taken if phenyton is withdrawn and replaced with a non-inducer (e.g., valproate). Divaiproex:

Coadminisiration of quetiapine (150 mg bid} and divalproex (500 mg bid) increased the mean maximum plasma
concentration of quetiapine at steady state by 17% without affecting the extent of absorption or mean oral clearance.

Thioridazine: Thioridazine (200 my bid) increased the oral clearance of quetiapine (300 mg bid) by 85%.

Cimetidine: Administration of multiple daily doses of cimetidine (400 my tid for 4 days) resulted ina 20% decrease
in the mean oral clearance of quetiapine (150 mg lld) Dosage adjustment for quetiapine is nut required when it is
given with cimetidine. P450 34 Inhibitors: or 4 days), a potent
inhibitor of ¢ytochrome P450 34, reduced oral clearance of quetiapine by 84%, resultingina 355 % increase in max-

imum plasma concentration of quetiapine, Caution is indicated when SEROQUEL is administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e.q., ilraconazole, fluconazole, and erythromycin). Fluoxefine,

Imipramine, Haloperidel, and Risperidone: Coadministration of fluoxetine (60 mg once daily); imipramine (75 mg
bid), halaperidof (7.5 mg bid), or risperidong (3 mg bid) with quetiapine (300 mg bid} did not alter the steady-state
pharmacokinetics of quetiapine. Effect of Quatiaping on Other Drugs: Lorazapam: The mean oral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dos-

ing. Divalpraex: The mean maximum concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid).

The mear aral clearance of total valproic acid (administered as divaiproex 500 mg bid) was increased by 11% in the
presenice of quetiapine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of que-
iapine {250 mg tid) with lthium had no effect on any of the steady-state pharmacokinelic parameters of lthium,

Antipyrine: Administration of multiple dally doses up to 750 m/day {on a tid schedle) of quetiapine to subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery
of antipyring metabolites. These results indicate that quetiapine does not signifieantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impairment
of Fertilty: Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was
administered in the st to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75,
and 250 mgykg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 times the maximum human dose
(800 mg/day} on a mg/m? tasis (mice) or 0.3, 0.9, and 3.0 times the maximum tuman dosg an & mg/m? basis
(rats). There were statistically significant increases in thyroid gland follicular adencmas in mals mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m? basis and in male rats at a dose of 250
mgrkg or 3.0 times the maximum human dose on a mg/m2 basis. Mammary giand adenocarcinomas were statisti-
cally significantly increased in female rats at al doses tested (25, 75, and 250 mgrkg or 0.3, 0.8, and 3.0 times the
maximum recommendsd human dose an a mg/m? basis). Thyroid follicular cell adenomas may have resulted from
chronic stimulation of the thyroid gland by thyrcid stimulating hormone (TSH) resutting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH, thyroxine, and thyraxing clearance consistent with this
mechanism yere observed in subchranic tosdcity studies in rat and mouss and in a 1-year toxicity study in rat; how-

ever, the results of these stuies were not definitive. The relevance of the increases in thyroid follicular cell adeno-

mas to human risk, through whatever mechanism, is unknown, Antipsychotic drugs have been shown to chronically
elevate prolactin levels in rodents. Serum measurements in a 1-yr toxicity Study showed that quetiapine increased
‘median serum prolactin levels a maximum of 32- and 13-fold in malg and female rats, respectively. Increases in
memmary feoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
gland tumors in rats to human risk is bnknown (see Hyperprolactinemia in PRECAUTIONS, General). Mutagenesls:

The mutagenic potential of quetiaping was tested in six i yiro batterial gene mulation assays and in an Jn vitro
mammakan geie mutation assay in Chinese Hamster Ovary cell. However, sufficiently high concentrations of que-
tiapine may not have been used for all tester strains. Quetiapine did produce a reproducible increase in mutations in
ong Salmonefi typhimurium tester Strain in the presence of metabolic activation. No evidence of clastogenic poten-

fia} was obtained in an in vitro chromosomal aberration assay in cultured human ymphocytes or in the i vivo
micronucleus assay in rafs. Impairment of Fertilty: Quetiaine decreased mating and fertlty in male Sprague-

Dawley rats at aral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on 2 m/m? basis.

Drug-related effects included increases in interval to mate and in the number of matings required for successful
impregnation. These effects continued to be observed at 150 myrkg even after a two-week period without treatment.
The no-effect dose for impaired mating and fertility in male rats was 25 mgrkg, or 0.3 times the maximum human
dose on a m/m? basis. Quetiapine adversely fected mating and fertilty in female Sprague-Dawley rats at an oral
dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m? basis. Drug-related effects included decreas-

es in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in iegu-

Tar esirus cycles was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on a
mg/m2 bass. The no-effect dose in female rats was 1 mg/kg, or 0.01 fimes the maximum human dose o a mg/m?
basis. Pregnancy. Pregaancy Category C: The teratogenic potential of queiaping was studied in Wistar rats and

- Dutch Belted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in

rats f doses of 25 to 200 my/kg or 0.3 fo 2.4 imes the maximum human dose on a my/m?basts or in rabbits at
25 to 100 my/kg or 0.6 1o 2.4 times the maximum human dose on a mg/me basis. There was, however, evidence of
embryoffetal toxicity. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and 200 mg/kg
(0.6 and 2.4 times the maximum human dose on a my/m? basis) and in rabits at 50 and 100 m/kg (1.2 and 24
times the maximum human dose on a mg/m? basis). Fetal body weight was reduced in rat fetuses at 200 mo/kg
and rabbit fetuses at 100 m(ykg (2.4 times the maximum human dose on a mg/m? basis for both species). There
was an increased incidence of a miner soft tissue anomaly (carpal/tarsal flexure) in rabbit fetuses at a dose
of 100 mgAkg (2.4 times the maximum human dose on a my/m? basis). Evidence of matema toxicty {1, decreases
in body weight gain and/or death) was observed at the high dose in the rat study and at all doses in the abbit study.
Ina peripostnatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg
or 0.01, 0.12, and 0.24 times the maximum human dose on  mg/m? basis, However, in a prehmmary peripostna-
fal stuay, here were increses i fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times
the maximum human dosg on a mg/m2 basis. There are no adequate and wel-controlled studies in pregnant women
and quetiapine should be used during pregnancy only if the potential benefit justifies the potentil risk to the fetus.
Lahoy and Delivery: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mathers:
SEROQUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excreted in
human milk. 1t is recommended that women receiving SEROQUEL should not breast feed. Pediatrig Use: The safe-
1y and effectiveness of SEROQUEL in pediatric patients have not been established. Gerlatric Use: Of the approxi-
mately 3400 patients in clinical studies with SEROQUEL, 7% (232} were 65 years of age or over. In general, there
was no indication of any different tolerability of SEROQUEL in the elderly compared to gounqer adufts. Nevertheless,
the presencs of factors that might decrease pharmacokinetic clearance, increase the pharmacodynamic response to
SEROQUEL, or causg poorer tolerance or orthostasis, should lead to consideration of a lower starting dose, Slower
titration, and careful monitoring during the initial dosing period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderly patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of
aver 3000 patients, This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (monctherapy and ad|unct therapy} and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximate-

Iy 2700 (2300 in schizophrenia and 405 in acute hipolar mania) were patients who participated in multiple dose
effectiveness trials, and their experience corresponded to approximately 914.3 patient-years. The conditions and
duration of treatment with SERCQUEL varied greatly and incluided (in overlapping categories) open-label and dou-
ble-blind phases of studies, inpatients and outpatients, fixed-dose and dose-titration studies, and shert-ferm or
longer-term expasure. Adverse reactions were assessed by collecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, EGGs, and results of ophthalmologic examinations. Adverse events
during exposure were obtained by general inquiry and recorded by clinical investigators using terminology of their
own chaosing. Consequently, it is ot possible fo provide a meaningul estimate of the propartion of individuals
experiencing adverse events without first grouping similar types of events into a smaller number of standardized
event categories, In the tables and tabulations that follow, standard COSTART terminology tias been used to classi-

fy reparted adverse events. The stated frequencies of adverse events represent the proporticn of individuals who
experienced, at least once, a reatment-emergent adverse event of the pe fistedd. An event was considered treat-

ment emergent if it accurred for the first time or worsened while recewmg therapy Iulmwmg“| baseline evaluatlon'

3- 10 12-Week Placebo-Controlled Clinical Trials" for the Treatment of Schizophrenia and Acute Bipolar Mania
Smonnrherapyg Body as a Whole: Headache, Pain, Astheniz, Abdominal Pain, Back Pain, Fever, Cardiovascufar:
lachycardia, Postural Hypotension; Dlgus(wo Dry Mouth, Constipation, V()mmn% Dysg gswa Gastroenteritis,
Gamma Glutamyl, Transpeptidase Increased; Matabolic and Nutritional; Wquht ain, SGPT increased, SGOT
Increased; Mervous: Agitation, Somnolence, Dizziness, Anxiety; Respiratory: Pharyngitis, Rhinitis; Skin-and
Aupondaues: Rash; Srncinl Senses: Amblyopia ! Events for which the SERO UEL Incidence was equal to or less
than placebo are not listed in the tale, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, extrapyramidal syndrome, hostiity, hypertension, hypertonia, hypotension,
increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema,
‘sweating, tremor, and weight loss. In these studies, the most commonly observed adverse events associated with
the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence {18%), dizziness (11%), dry mouth {9%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia (5%). The following treatment-gmergent adverse experiences occurred during
therapy Bup 10 3-weeks}) of acute mania in 6% or more of patients treated with SEROQUEL (doses ranging from
10010 800 my/day) used as adjunct therapy to kthium and divalproex where the incidence in patients treated with
SEROQUEL was greater than the incidence in placebo-treated patients, Treatment- Emer&em ‘Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinical Trials" for the Treatment of Acute Bipolar Mania (Agjunct Therapy):
Body as 2 Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardlovascular: Postural Hypotension;
Digestive: Dry Mouth, Constipation; Metabolic and Natritional: Wej mGam Nervous: Somnolence, Diziness,
Tremor, Agitafion; Respiratory: Pharyngitis. ! Events for which the SEROQUEL ncidence was equal to or less than
placebo are not listed in the table, but included the following: akathisia, diarrhea, insomnia, and nausea. In these
studies, the most commanly observed adverse events associated with the use of SEROQUEL (incidence of 6% or
greater) and observed at a rate on SEROQUEL at Isast twice that of placebo were somnolence (34%), dry mouth
{19%), asthenia QO%% constipation {10%), abdominal pain (7%), postural hypotension J?%), pharyngitis (6%},
and weight gan (6%). Explorattons for interactions on the basis of gender, age, and race did nof reveal any clnically
meaningful differences in the adverss event occurrence on the basis of these demographic factors. Dose
Oependency of Adverse Evenis in Short-Term, Placsba-Controlled Trials: Doss-refated Adverse Events:
Sponlaneuusly elicited adverse event data from 2 study of schizophrenia comparm? five fixed doses of SEROQUEL

(75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day) to placebo were explored for dose-relatedness of adverse
events, Logistic regression analyses revealed a pnsmve dose (esponse gd] .05 for the following adverse events:
dyspepsia, abdominal pain, and weight gain. Exirapy ta from one 6-week clinical trial of schiz-
ophrenia comparing five fived doses of SEROOUEL (75 150 00 600 750 mu/daggpmvnded evidence for the lack
of treatment-emergent extrapyramidal symptoms kEPSi and dose-relatedness for EPS assoclated with SEROQUEL
freatment. Three methods were used o measure EPS: (1) Simpson-Angus total score {mean change from base-
fine} which evaluates parkinsonism and akathisia, (2] incidence of sponfaneous complaints of EPS (akathisia, aki-
nesia, cogwheel rigidty, edrapyramidal syndrome, hypertania, hypokinesia, neck rgidity, and tremor), and (3) use
of anticholinergic medications to treat emergent EPS. In six additional glacebo -controlled clinical trials trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no diferences between the
SERCQUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson-AnEus total scores,
spontaneous complaints of EPS and the use of concomitant anticholinergic medications to treat EPS. Vitah SI&ns
and Laboratory Studies: Vital SIgn Changes: SEROQUEL is associated with orthostatic hypotension (see PRE-
CAUTIONS). Weight Gain: in schizophrenia trials the proportions of patients meeting a weight gain criterion of >7%
of body weight were compared in a pocl of four 3- to 6-week placebo-controlled clinicat triais, revealing a stafisti-
cally significantly greater incidence of weight gain for SEROGUEL (23%) compared to placebo (6%). In mania
monotherapy trals the proportions of patients meeting the same weight gain criterion were 21% compared to 7%
for placebo and in mania adjunct therapy trials the proportion of patients meeting the same weight criterion were
13% compared to 4% for placebo. Laboratory Changes: An assessment of the premarketing experience for
SEROQUEL suggested that t is associated with asymptomatic increases in SGPT and increases in both total che-
lesterol and triglycerides (see PRECAUTIONS). An assessment of hematological parameters in short-ferm, placebo-
controlled trials revealed no clinically mwronant differences between SEROQUEL and placebo. ECG Changes:
Between group comparisons for pooled placebo-confrolled trials revealed no statistically significant
SEROQUEL/placebo differences in the proportions of patients experiencing potentially important changes in ECG
parameters, including @, Qc, and PR intervals. However, the proportians of patients meeting the criteria for tachy-
cardia were compared in four 3- to €-week placebo-controlled Clinical trials for the treatment of schizopfrenia
revealing a 1% EVSBQ) incidence for SEROQUEL compared to 0.6% (1/156) incidence for placebo. In acute
1monotherag ipolar mana trias the proportions of patients meeting the criteria for tachycardia was 0.5%
(11192} for ‘é OQUEL compared to 0% {01178 incidence for plasebo. In acute ipolar manda {adjunict) trials the
proportions of patients meeting the same criteria was 0.6% (1/186) for SEROQUEL compared to 0% éﬂ/]?]) inci-
dence for placebo. SERDQUEL use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats
per minute compared toa f 1 beat per patients. Thlssnamtendenc fotachy-
cardia ngube re\ated to SEROQUELS pmemla\ for inducing orthostatic changes (se¢ PRECAUTIONS), Other
Adverse Events Observed During the Pre-Marketing Evaluation of SEADQUEL: Following s a list of COSTART
terms that reflect treatment-emergent adverse events as defined in the infroduction to the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase of a frial with-
inthe premarketing database of approximately 2200 patients treated for shizophrenia. All reported events are includ-
ed except those already listed in Table 1 or elsewhere in labefing, those events for which a drug cause was remote,
and thosg event terms which were so general as to be uninformative. It is important to emphasize that, aithough the
events reported occurred during freatment with SEROQUEL, they were nof necessarly caused by it Frents are fur-
ther categorized by body system and listed in order of decreasing frequency according to the following definiions:
frequent adverse events are those occurring i at least 1100 patients {only thase not already listed in the tabulated
results from placebo-controlled mals appear in ths listing): mlvequem aVerse events are those occurring in 17100
to 111000 patients; rare events are th infewer than 1/10 Fraquent: hyper-
tonia, dysarthriz; Infrequent: abnormal dreams, dyskinesia, thinking ahnormai tardive dysﬁnes‘a verligo, involur-
tary movements, confusion, amnesia, psychosis, hallucinatians, hyperkinesia, bido increased, urinary retention,
incoordination, garanom reaction, abnormal gait, myoclonus, delusmns manic reacticn, apathy, iz, Cepersonal-
zation, Stupor, bruxism, catatonic reaction, hemiplegia; Rare: apmsm hucceglossal syndrome, choreoathetosis,
delirium, emotional lability, euphoria, fibide decreased®, neuralqu stuttering, subdurzl hematoma. Body a8 a
Whole: quuam flu syndrome; ifrequant: neck pain, peMc pain®, suicide attempt, malaise, photosenstivty reac-
tion, chlls, face edema, moniiasis; Aars: abdomen enfarged. Dligestive System: anmranorexla I
increased sallvatlon increased appefite, gamma giutamy! transpeptidase increased, gingivits, dysphagia, ﬂatulence
gastroenteritis, gastritis, hemorrhoids, stomatits, thirst, tooth caries, fecal incontinence, gastroesophageal reflux,
qum hemorrhage, mouth uiceration, rectal hemorrhage, tongue edema Rars; glossms hematemesis, intestinal
obstruction, melena, pancreatits. Cardiovascular System: Frequant: palpitation; nfrequent: vasomlalanon ar
interval pmlongen migraine, bradycardia, cerebral ischemia, iregular pque T wave abaormally, bundle branch
block, cerebmvasnular accidant, deen Ihmmbnpmebms T wave inversion; Rars: angma peclons atrial fibrilation,
AV block first degree, congestive heart failure, ST elevated, thrombaphlebitis, T wave flattening, ST abnorrnalny‘
increased QRS duration. Respiratory Syslum: anum pharyngitis, rmnms cough increased, dyspnea;
Infrequent: pneumania, epistaxis, asthma; Rare: hiccup, hypervent tion. Metabollc and Nutrional ystem:
Fraquant: peripheral edema; Infraquent: weight loss, alkaline phosphatase increased, hyperlipemia, alcohal intoler-
ance, dehydration, hyperglycemia, creatinine increased, hypoglycemia; Rars: qucosuna gout, hand edema,
hypukalemla water intoxication. Skin and Appendages Syslnm Frequent: sweating; Infrequen: prurit, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer, Hare: exolative dermatitis, psoriasis, skin
discoloration, Urogenital System: Infraquent: dysmenorrhea®, vaginifis®, urinary incontinence, metrarthagia”,
impotence”, dysuria, vaginal moniliasis*, abnormal ejaculation”, cysmls urinary frequency, amenorthea’, [
lactation*, )eukurmea vaginal Nemurmage vuhiovaginits* orcnms Rars: gynecomastia®, nocturia, polyuna
acute kldney failure. Spumal Sonses: Imnquum conjunctivtis, abnormal vision, dry yes, s, taste perver-
sion, blepharitis, eye pain; Rare: abnormality of accommodation, deafness, glaucoma. Musculoskeletal
Infrequent: pathological fracture, myastheniz, twitching, anhralgla arthri, leg cramps, bone pain. Hemic and
Lymphatic Systam: Frequent: leukopenia; Infraquent: leukacytos's, anemia, ecchymosis, eosinophilia,
hypachromic. anemia; lymphadenopathy, cyanoss; Rare: hemalysis, thrombocylopenia. Endotrine m:
fnfrequent: hypothyroidism, diabetes mellfus; Rare: fyperthyroidism. *adjusted for gender Past Markefing
Experience: Adverse events reported since market introduction which were temporafly refated to SEROQUEL ther-
apy include: leukopenia/neutropena. {f a patient develops a low white cell count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutrapenia include pre-existing low white cell count and history of drug
Induced leukopenia/neutropenia. ther adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessariy causally related, include the following: agranulocytosis, anaphy-
laxs, hyponatremia, rhahdomyalysis, syndrome of inappropriate antidiuretic hormane secrefion (SIADH), and
Steven dohnson syndrome (SJS).

DRUG ABUSE AND DEPENDENCE: Cantrolled Substance Class: SEROQUEL is not a controlled substance. Physicat
and Psychologic dependence: SEROQUEL has not been systematically studied, in animals or humans, for its poten-
tial for abuse, tolerance or physical dependence. While the clinical trials did not reveal any fendency for any drug-
seeking behavior, these obsrvations were not systematic and it is not possible to predict on the basts of this fimit-
ed experience the extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed.
Gonsequentl, pafients should be evaluated weYuIlz for a history of drug abuse, and such patients should be
abserved closely for signs of misuse or abuse of SEROQUEL, €.q., development of tolgrance, increases in dose,
drug-seeking behavior

OVERDOSAGE: Human experience: Experience with SEROQUEL (quetiaping fumarate) in acute overdosage
was limited in the clinical trial database (6 reports) with estimated doses ran?inu from 1200 mg to 9600 mg and
o fatalites. In general, reported signs and symptams were 0sg resuting from an exaggeration of the drug's
known pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose of 9600 mg‘ was associated with hﬁokalem\a and first dagree heart block. In post-mar-
keting experience, there have been very rare reports of overdose of SEROQUEL alane resulting in death, coma or
QT prolongation. Management of Overdosage: in case of acute overdosage, establish and maintain an airway
and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and

istration of activated charcoal together with a laxative should be considered. The possibility of obtunda-

Adverse Findings Observad in Shorl-Term, Controlled Trials: Adverse Events
Treatment in Short-Term, Praceho- Controlled Trals: Acuta Bipotar Mania: Overall, discontinuations due to
aGverse events were 5.7 % for SEROQUEL vs. 5.1% for placebo in monotherapy and 3.6% for SEROQUEL vs. 5.9%
for placebe in adjunct therapy. Sehizophrenta: Overall, there was litte ditference in the incidence of discontinuation
due to adverse events {4% for SEROQUEL vs. 3% for placebo) in a poal of controlled trials. However, discontinua-
tions due to somnolence and hypotension were considzred to be drug related {see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypotensian 0.4% vs 0% for placebo. Adverse Events Gccurring at an (ncidence of
1% or Mora Among SEROQUEL Treated Patients in Short-Tarm, Ptaceho-Controfled Trials: The prescriber should
be aware that the figures in the tables and tabutations cannat be used to predict the incidence of side effects in the
course of usual medical practice where patient characteristics and other factors differ from those that prevailed in
the clinical trals. Similarly, the cited frequencies cannot be compared with figures obtained from otfer clinical inves-
tigations involving different treatments, uses, and investigatars. The cited figures, however, do provide the pre-
scribing physician with some basis for estimating the relative contribution of drug and nandrug factors to the side
effect ncidence in the population studied. The following treatment-emergent adverse experiences occurred during
acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 1% or mare of patients treat-
ed with SEROQUEL (doses ranging from 75 to 800 mg/day) where the incidence In patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
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tion, seizure or dystonic reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis. Kardiuvascular monitoring should commence immediately and should include continuous elec-
trocardiographic monitoring to detect possible archythmias, If antiarchythmic therapy is administered, disopyra-
mide, procainamide and quiniding carry a theeretical hazard of additive QT-prolanging effects when administered
in pabems with acute overdosage of SEROQUEL. Similarly it is reasonable to expect that the alpha-adrenergic-
blocking properties of bretylium mlght be additive to those of quetiapine, resulting in problematic hypotension.
There is no specific antidote to SEROQUEL. Therefore appropriate supportive measures should be instituted. The
possibilfty of muftiple drug involvement should be considered. Hypotension and circulatory collapse shouid be
treated with appropriate measures such as intravenous fiuids and/or sympathomimetic agents (epinephrine and
dopamine should not be used, since beta stimulation may worsen Rypotension in the setting of quetiaping-
induced lpha blockadeJ in cases of severe extrapyramidal symptoms, anticholinergic medication Should be
administered. Close medical supervision and monitoring should continue until the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies,

Manufactured for:
© hetraZeneca 2004 Astrazeneca Pharmaceuticals LP
Rev 0104 Wilmington, Delaware 19850-5437
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder and the treatment of
schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment.

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia, seizures, and orthostatic hypotension. A rare
condition referred to as neuroleptic malignant syndrome (NMS) has been reported with this class of medications, including SEROQUEL.

There have been reports of diabetes mellitus and hyperglycemia-related adverse events associated with the use of atypical
antipsychotics, including SEROQUEL.

The most commonly observed adverse events associated with the use of SEROQUEL in clinical trials were somnolence, dry mouth,
dizziness, constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

‘ Seroquel

quetiapine fumarate

25mg, 100 mg, 200 mg & 300 mg tablets

<\

AstraZeneca ?

AstraZeneca Pharmaceuticals LP

. " o 113 ” — :
To prevent medication errors, write “SEROQUEL” clearly www.SEROGUEL.com

13 ” A 2 ¥
on your Rx pad. Spell SEROQUEL clearly over the phone. Please see Brief Summary of Prescribing Information on following page.
© 2004 AstraZeneca Pharmaceuticals LP. All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies. 221563 8/04
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