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NEW ADULT INDICATION

Aim Higher With ADDERALL XR® —

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 Tourettes syndrome.
A side effect seen with the amphetamine class is psychosis. Caution also should be exercised in patients with a history of
psychosis.

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,
hyperthyroidism and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug abuse, or
current or recent use of MAO inhibitors. ADDERALL XR should be prescribed with close physician supervision.

Reference: I . Data on We, Shire US Inc., 2002.

www.ADDERALLXR.com
www.ADHDSupportCompany.com Please see brief summary of prescribing information on adjacent page
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demand all day

WORK
For Efficacy That Measures Up to Life's Demands

• Once-daily dosing provides all-day symptom control1

• Mean ADHD-RS total scores for adults receiving
ADDERALL XR decreased by 41%'

• ADDERALL XR is the only stimulant medication
approved to treat adults with ADHD1

• Clinical data in adults demonstrate that ADDERALL XR
is generally well tolerated1

Shire US Inc.
..your ADHD support company™
1-800-828-2088

ONE DOSE DA

ADD ERALLXR®
5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Dextroamphetamine Saccharate
Amphetamine Aspartate Monohydrate Amphetamine Sulfate

Reach new heights

©2004 Shire US Inc., Newport, Kentucky 41071 September 2004 AXJA354 Shire
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.

ADDERALL XR* CAPSULES CM 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 ADDERALL8,
the immediate-release
formulation of this substance.
CONTRAINDICATIONS
Advanced arteriosclerosis, symptomatic cardiovascular disease, moderate to severe
hypertension, hyperthyroidism, known hypersensitivity or idiosyncrasy to the sympa-
thornimetic amines, glaucoma. Agitated states. Patients with a history of drug abuse.
During or within 14 days following the administration of monoamine oxidase inhibitors
(hypertensive crises may result).

WARNINGS
Psychosis: Clinical experience suggests that, in psychotic patients, administration of
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder.
Long-Ttrm Suppression of Growth: Data are inadequate to determine whether chron-
i f t i l t i hild i l d i h t i b ll i t d

O N E D O S E D A I L Y

HllBFRAII.XBi®
5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextrnamnh^mmp Ruifate Dextroamphetamine Saccharate
Amph • Monohydrate Amphetamine Sulfate

g pp q
ic use of stimulants in children, including amphetamine, may be causally associated with suppression of growth.
Therefore, growth should 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
association with amphetamine treatment at usual doses in children with structural cardiac abnormalities.
Adderall XR* generally should not be used in children or adults 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 to 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,
clinical 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 operating machinery or vehicles; the patient should therefore be cautioned accordingly.
Drug Interactions: Acidifying agents—Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid
HCI, ascorbic acid, etc.) lower absorption of amphetamines. Urinary acidifying agents—These agents (ammoni-
um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the amphetamine
molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efficacy of amphet-
amines. Adrenergic blockers—Adrenergic blockers are inhibited by amphetamines. Aikaiinizing agents—
Gastrointestinal aikaiinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Co-adminis-
tration of ADDERALL XR® and gastrointestinal aikaiinizing agents, such as antacids, should be avoided. Urinary
aikaiinizing 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, tricyclio—Amphetamines may enhance the
activity of tricyclic antidepressants or sympathomimetic agents; d-amphetamine 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—MAOI antidepressants, as well as a metabolite
of furazolidone, slow amphetamine metabolism. This slowing potentiates amphetamines, increasing their effect
on the release of norepinephrine and other monoamines from adrenergic 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—Amphetamines may counteract the sedative effect of antihista-
mines. Antihypertensives—Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chlorpromazine—Chlorpromazine blocks dopamine and norepinephrine receptors, thus inhibiting the central
stimulant effects of amphetamines, 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 stimulant effects of amphetamines. Lithium carbonate—The anorectic and
stimulatory effects of amphetamines 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. Pfte/70/?ar6/te/—Amphetamines may delay intestinal absorption
of phenobarbital; co-administration of phenobarbetal may produce a synergistic anticonvujsant action. Phenytoin—
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 stimulation is potentiated and fatal convulsions can occur. Veratrum alkaloids—Amphetamines inhibit
the hypotensive effect of veratrum alkaloids.
Drug/Laboratory Test Interactions: Amphetamines can cause a significant elevation in plasma corticosteroid
levels. This increase is greatest in the evening. Amphetamines may interfere with urinary steroid determinations.
Carcinoganesls/Mutagenesls and Impairment of Fertility: No evidence of carcinogenicity was found in studies
in which d.l-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats in the diet tor 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, respectively, the maximum recommended human
dose of 30 mg/day [child] on a mg/m* body surface area basis.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release)(d- to I- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in the £ coli
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 I- 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
5 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 I- 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
reported in mice following parenteral administration of d-amphetamine doses of 50 mg/kg/day (approximately
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
behavioral 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 potential benefit justifies the potential risk to the fetus.
Nonteratogenlc Effects: Infants born to mothers dependent on amphetamines have an increased 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 ol 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 total of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 to 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

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,
laboratory analyses, and ECGs.
Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smaller number of
standardized event categories. In the tables and listings that follow, COSTART terminology has been used to classify
reported adverse events.
The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed.
Adverse events associated with discontinuation of treatment: In two placebo-controlled studies of up to 5 weeks
duration among children with ADHD, 2.4% (10/425) of ADDERALL XR® treated 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.

Adverse evept % of pediatric pa in t s discontinuing (n=595)
Anorexia (loss of appetite) 2.9
Insomnia 1.5
Weight loss 1.2
Emotional lability 1.0
Depression 0.7
In one placebo-controlled 4-week study among adults with ADHD, patients who
discontinued treatment due to adverse events among ADDERALL XR®-treated patients
(N=191) were 3.1% (n=6) for nervousness including anxiety and irritability, 2.6%
(n=5) for insomnia, 1% (n=2) each for headache, palpitation, and somnolence; and,
0,5% (n=1) each for ALT increase, agitation, chest pain, cocaine craving, elevated
blood pressure, and weight loss.
Adverse events occurring in a controlled trial: 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 usual 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 treatments, uses, and investigators. 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 Placebo In a 584 Patient Clinical Study

Body System

General

Digestive
System

Nervous System

Metabolic/Nutritional

Preferred Term ADDERALL XR® (n=374)

Abdominal Pain (stomachache) 14%
Accidental Injury 3%
Asthenia (fatigue) 2%
Fever 5%
Infection 4%
Viral Infection 2%

Loss of Appetite
Diarrhea
Dyspepsia
Nausea
Vomiting

Dizziness
Emotional Liability
Insomnia
Nervousness

Weight Loss

22%
2%
2%
5%
7%

2%
9%
17%
6%

4%

Placebo (n-210)

10%
2%
0%
2%
2%
0%

2%
1 %
1 %
3%
4%

0%
2%
2%
2%

0%

Table 2 Adverse Events Reported by 5% or More of Adults Receiving ADDERALL XR" with Higher Incidence
Than on Placebo in a 255 Patient Clinical Forced Weekly-Dose Tltration Study*

Body System

General

Digestive System

Nervous System

Cardiovascular System

Metabolic/Nutritional

Urogenltal System

Preferred Term

Asthenia
Headache

Loss of Appetite
Diarrhea
Dry Mouth
Nausea

Agitation
Anxiety
Dizziness
Insomnia

Tachycardia

Weight Loss

Urinary Tract Infection

ADDERALL XR*(n=191)

6%
26%

33%
6%

35%
8%

8%
8%
7%

27%

6%

11%

5%

Placebo (n=64)

5%
13%

3%
0%
5%
3%

5%
5%
0%
13%

3%

0%

0%

Note: The following events did not meet the criterion for inclusion in Table 2 but were reported by 2% to 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 gastrointestinal 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 II 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
amphetamines 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 idiosyncratically at low
doses. Symptoms: Manifestations of acute overdosage with amphetamines include restlessness, 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 circulatory 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 guidance and advice. Management 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
stimulant effects of amphetamines 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° C (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 and Trademark Office.
Copyright ©2004 Shire US Inc. y ^ > u •
403980 381 0107 004 Rev. 9/04 ^S t\ I PS
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The Anxiety Disorders
Association of America

announces its

2005 Awards Program
Call for Applications

Available online at www.adaa.org

CAREER DEVELOPMENT TRAVEL AWARD - $3,500
Deadline: Tuesday, November 30,2004

JUNIOR FACULTY RESEARCH GRANT - $30,000
Deadline: Tuesday, December 9,2004

TRAINEE TRAVEL AWARD - $ 1,500
Deadline: Monday, December 20,2004

Fifteen awardees are selected to attend the ADAA's 25th Annual
Conference, March 17-20,2005, in Seattle, Washington. To date,
the ADAA Awards Program has given more than 75 travel awards
and 15 research grants, totaling nearly $700,000.

For award descriptions, eligibility requirements, award criteria,
and applications, please visit the ADAA Web site at www.adaa.org.
For more information, contact the ADAA Awards program manager,
Jane Caroline Parham, at (P) 240-485-1016, (F) 240-485-1035, or email
at jparham@adaa.org.

About the ADAA
The ADAA is the only national, nonprofit partnership of researchers,
health care professionals, and individuals dedicated solely to the early
diagnosis, prevention, and treatment of anxiety disorders. It is the
Association's goal to promote professional and public awareness and
understanding of anxiety disorders. It also seeks to increase the availability
of effective treatment, reduce the stigma surrounding anxiety disorders,
and stimulate research.

AD
AA

Anxiety Disorders Association
of America
8730 Georgia Avenue, Suite 600
Silver Spring, MD 20910, USA
Phone: 240-485-1001
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tine phosplio4dnase, myoglotHnuha (rtiaMemyolysis) and acute renal failure. The diagnostic evaluation ol patients
with this syndrome Is complicated. In arriving at a diagnosis, > is important to exclude cases where the clinical pre-
sentafon ridudes both serious medial illness (e.g.. pneumoni, systemic infection, etc.) and untreated or irate-
quatety treated extrapyramidal signs and symptoms (EPS). Other important consktoations in the differential diag-
nosis include cental arrJchoiierglc toxiclty, heat stroke, drug fever and primary central nervous system (CHS)
pathology. The management of M B shoukfindude: 1) immediate disconhnuaikin of arrdpsychorJc drugs and other
drugs not essential to concurrent therapy; 2) intensive symotomatlc treatment and medical monftcring; and 3) treat-
m m of any concomitant serious medical problems for which specie treatments are available. There is no general
agreement about specific pfiarmacological treatment regimens for NMS. If a patient requires antpsyenofc drug
tiealmetii after recowry Irom NMS tie potentuJ rncilrixluction ol drun ttierapv 5*ouM to careful considensl The
patent should be careluly monitored since recurrences of NMS have been reported. TanJUo DyHdrMil: A syn-
drome of potental» irreversible, involuntary, dyskinebc movements may develop in patients treated wih arripsy-
chotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, It is impossible to rely upon prevalence esUmales to predict, at the inception of anhpsychotic treatment
which patents are likely to develop the syndrome. Whemer anhpsychotic drug products differ in their potential to
cause targne dysMnesia is unknown. The risk of developing tardive dyskinesia and the likelihood that it will become
irreversibkiarelxievedttrereaseastfcduraionoftreatmrt^
administered tothepatient increase. However, the syndrome can develop, although much less commonly, after rel-
ativelybiiellreatmer<periodsatlowdoses.Thereisnol(nrMitra
although the syndrome may remit partalry or compWery, il anttpsychotc treatment is vrthdrawn. Antpsychodc
tieatment itself, however, may suppress (or partialry suppress) Itie signs and symptoms of the syndrome and there-
by may possibly mask the underiyinj process. The S t that symptomatic suppression has upon the long-term
course ofthe syndrome is unknown. Siven these conskterauons, SEROOUEL shoukl be prescrrbed in a manner that
is most nkely to minimize Ihe occurrence of tardive dysHnesia. Chronic antipsychotic treatmerrt should generally be
reseivedtopatiei*whoappeartosuttafromattmieita
and 12) for WiTom anematlv?eaualry effectiw, but potemiaNy less haUful trearnientslie not avarlible or appropri-
ate. In patients who do require chronic treatment, Ike smallest dose and the shortest duration of treatment produc-
ing a satisfactory clinical response should be sought. TheneedforcoirrJniied treatment should be reassessed peri-
odicalry. If signs and symptoms ol rardive dysHnesi appear in a patient on SEROQUEL. drug discontinuation should
be considaed. However^ome patients may renuiriKnerA SEROQUEL despite the presence of the syn-
drome. Hrterffynmia and D U M n K l l l t l K Hyperglycemia. in some cases extreme and associated with keloact-
dosis or hyperosmolar coma or death, has been reported in patents treated with atypical anhpsychofes, including
SEROQUELAssessment of tfw relationship between atypicarantipsycliotic use an?glucose abnormalities is com-
plicated by the possMy of an increased background risk of d a B s melitus in patients wih schizophrenia and
the increasing incidence ol diabetes menitus m the general population. Given IHese contounders. the relan'ortship
between atypical anDpsychotic use and hyperglycernia-relaled adverse events Is not rampMery understood.
However, epktaiMogkal studies suggest an increased risk of treatment-emergent hypergrycemiwelated adverse
ewnts in patients treated witti the atypical andpsychotJcs. Precise risk estimates for hyperglycemia-related adverse
•vents in partierrts treated with atyvical antjpsychotics are not available. Patients with an established dtagnosis of dia-
betes rJiitus who are started on atyilirjantlpsychotics should be monitored regularly lor worsening of glucose
control. PatJerrls witti risk factors for diabetes melttus (eg, obesity, family history of diabetes) who are siarting treat-
ment with atypical arrhpsychotjes should undergo tase7g mood glucose testing at the beginning of treatment and
" - • aHy during treatment. Any patient treatecTwnh atypical anhpsycriotics should be monitored for symptoms of

,ceVila including polvdipsia. polvuria, poryphagi^ and weakness. Patents who develop symptoms of hyper-
IE) during treatment with atypical arrtipsychotics should undergo fastina bkwd glucose testing. I n some cases,

,^>|lycemia IBS resolved wr»!i the atypical antJpsvclKKic was discontinued; however, some patients required
c B u a f a i of ant-diabetic treatment despite discorrhnuafon ol the suspect drug.
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»cartiac patents (see Orttostatc Hypotension]. Information for Patients: Physicians ire advised to discuss the
t D l l 0 « n « » " * P * * lor "hom " r < P " * " * 8 SEROQUEL O r H m H c Hypotentlin: Patents should be
a " * " 1 » ' " " * * of orttastatic hypotension, especially during the 3-5 Hay period of initial dose titralion, and also
>' fmes of re-fnnlalng treatment or increases in dose. Inbr i i rmo oitti Cognnhm and Motor Perioimann: Since
somnolence was a commonry reportea adverse event associated wrth SEROQUEL treatment, pafients stouin be
1*"sed ol"" * * ° f somnolence, especially during the 3-5 day period of initial dose iration. Patients shouU be
caponed about performing any acfivity requiring mental alertness, such as operating a motor vehicle (including
automobiles) or operatino teardous marjhinery, unUI they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnaiey: Patents should be advised to notty their physician I they become pregnant or
"end "•»™me pregnant during therapy. Kunlng: Patents should be advised not to breast leedittheyare taking
SEROQUEL Connniibnt MedicaUon: te witli otFler medications, patents should be advised to notify their prrysn
cons fl they are taking, or plan to take, any prescription or over - tM in te r drugs. Alcohol: Patients should be
advised to avoid consuming alcoholic beverages while taking SEROQUEL. H u t Exposure and [Ulryfiraion: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration Laboratory Tests: Ho spe-
crlic laboratory tests are recommended. Ding InbnctliiiB: The risks of using SEROQUEL in comoination wWi other
drugs have not been extensively evaluated in systemattc studies. Given the primary CNS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROOUEL potentialed the
cognitive and motor effects nf alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL Because of its potential lor inducing hypotension. SEROQ JEL
may enhance the effects of certain antilwpertensive agents. SEROOUEL may antagonize the effects oflevodopaand
dopamine agonists. The E M ol Other Drugs on uuefapine: Phenytoin: Coadministration of quetiapine (250 mg
tid) and phenytoin (100 mg «d) increased the mean oral clearance of quetiapine by 5-foki. Increased doses of
SEROOUEL nay be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.g, carbanuiepine, barbiturates, rifampin, glucocorhcoids). Caution
shoukl be taken I phenytoin is withdraw and replaced with a non-Mucer (eg . valproate). Drvalproer
Coadministration of Quetiapine (150 mg bid) and divalproex (500 mo bid) increased the mean maximum plasma
concentration of quetiapine at steady state by 17% ivitliout affechng the extent of absorption or mean oral clearance.
ThlortdazHe: TIMdazlne (200 mg bid) increased the oral clearance of quetipine (300 mg bid) oy 65%.
ClrMtUuie: Administration of multiple daily doses of cimeidine (400 mg tid for 4 days) resulted in a 20% decrease
in the mean oral clearance of Quetiapine (150 mg tid). Dosage adlustment for quetiapine is not required when fi is
given with cimetidine. P4S0 3A Nihibiton: Coadministraton of ketoconazole (200 mg once daily for 4 days), a potent
inhibitor of cytochrome P4S0 3A, reduced oral clearance of guetiapine by 84%. resulGng in a 335% increase in max-
imum phsma concentration of quetiapine. Caution is indicated when SEROQUEL rs administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e.g, itraconamle, lluconazole, and erylhromycin). EluoiiBne,
Itnlprainlnt, Halopirldol, and Riqwrilona: Coadministration of ftuoxetine (60 mg once daily); imipramine (75 mg
Hid), haloperidol (7.5 mg bid), or risperidone (3 mg bid) with quetiapine (300 mg bkl) did not alter the steady-state
pharmacokinetics of guetiapine. EtTact of dueliaplin m Otar Drugs: Lonzepam: The mean oral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg i d dos-
ing. OivalpnMx: The mean maximum concentration and exlent ol absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when drvalproex (500 mg hid) was administered wih quetiapine (150 mg bid),
The mean oral clearance of total valproic acid (administered as divalproex 500 mg bid) was increased by 11 % in the
presence of quetiapine (150 mg bhj). The changes were not significant Ltthkim: Concomrtant administration of que-
tapine (250 mg tid) wilh M u m had no effect on any of the steady-state pharmacokinetic parameters of llhium.
AnBprrine: Administrata of muHpkidairy doses upto 7 M mg/day (on a t o schedule) of quehapine to subjects
with selected psycho* disorders had no clinically relevant effect on the clearance of anvpyrlne or urinary recovery
of antipyrine metabolite. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible lor cytochrome P4S0 mediated metabolism ol arrhpyrine. Carclnoganesis, Mubganesis, impalniieiil
ol Farttltlf: Cardiiogenesii: Carcinogenicity studies were conducted in C57BL mice and Wistarrats. Quetapine was
administered in the diet to mice at doses of 20,75,250, and 750 mg*g and to rats by gavage at doses of 25,75,
and 250 mj/kg for two years. These doses are equralentto 0.1,0.5,1.5, and 4.5 times the maximum human dose
(800 mg/day) on a m g k basis (mice) or 0.3,0,9, and 3.0 times the maximum human dose on a mg/m* basis
(rats). There were statistically significant increases in thyroid grand follicular adenomas in male mice at doses of 250
and750mrj*gor1.5and4.5«mesthemaxlmumhumandoseonamg/m'hasisandinmakratsatadoseof250
mg*g or 3.0Times the maximum human dose on a mg/m' basis. Mammary gland adenocarcinomas were statrsti-
city signlicantly increased in female ratsatall doses tested (25,75, and 250 rng/kg or 0.3,0.9, and 3.0 times the
maximum recommended human dose on a mpym! basis). Ttiyroid loliicutar cell adenomas may have resulted from
c r n * stimulation of the thyroid gland by thyroid stimulating hormone (TSH) resulting from enhanced metabolism
and clearance of thytoxine by rodent tar. Changes in TSH, rhyroxine, and thyroxine clearance consistent with this
mechanismwereobseivdinsurxtronictoxfcrrystudisinratandmouseandinai-yeartoncrB/studyiniathovi-
ever, the results ol tfiese studies were not definnive. The retevance of the increases in thyroid follicular cell adeno-
mas to human risKthrough whatever mechanism, is unknown. Antpsychofc drugs have fen shown to chronically
elevate proticlin levels in rodents. Serum measurements in a 1 -yr loxicity study showed that quetiapine increased
median serum probchn levels a maximum of 32- and 13-fokl in male and female rats, respectively. Increases in
mammary neoplasms have been found in rodents after chronic administration of other anhpsydK*drugs andare
considered to be prolactin-mediated. The relevance of this increased incidence of prolacbn-mediated mammary

3-to 12-Week Ptabo-Controled Clinical Trials' for the Treatment of Schizophrenia and W e Bipolar Mania
(jnonotherapy): Body n i Whole: Headache, Pain, Asthena, Abdominal Pain, Back Pin, Fever; M o n s n l a r
tachycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, Vomiting, Dyspepsia, Gastroenteritis,
Gamma Glutamyl. Transpeptidase Increased; Metabolic aid N i H I o n l : Weight Sain % Increased, SGOT
Increased; Nervous: Agitation, Somnolence, Dfciness, AnxMy; Respiratory? Pharyngitis. Rtimife; Stun and
Appendage* Rash; Special Sinus: Ambtyopia < Events for which the SEROOUEL incidence w equal to or less
than placebo are notlisted in the tar*, but included the following: accidental injury, akathisia, chest pain, cough
Increased, depression, dtmhea, extapyramidal syndrome, hostility, hypertension, hypertonla. hypotension.
increased appetite, inlecHon, insomnia, leukopenia, malaise, nausea, nervousness, paresthesa, peripheral edema,
sweattng, tremor, and weight loss. In these studies, the most commonly observed adverse events associated wih
the use of SEROOUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least t*tee that cl
placebo were somnolence (18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia (5%). The following treatment-emergent adverse experiences occurred during
therapy (up to 3-vMtej of acute mania in 5% or more of patients treated witri SEROQUEL (doses ranging from
100 to 800 mg/rjay) used as adiuncttherawto lithium and divalproex «herethe inciderKe in patients treated witti
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience
Incidencein 3-Week Placebo-Controlled Clinical Trials' fortheTteatmentof AcuteB>polarStania(A(ljurKtTherapy):
But) s a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardlnascular Postural Hypotension;
Digestin: Dry Moutfi, Conslipation; MeMnllc and Nulritloiial: Wetahl Gain; Nmrom: Somnolence, Dcziness,
Tremor, Agiaiion; R«t>lntorf: Pharyngihs.] Events for which the SEROQUEL Incidence was equal to or less than
placebo are not listed in the table, but included the Mowing: akathisia, diarrhea, insomna, and nausea. In these
studies, the most commonly observed adverse events associated with the use of SEROOUEL (incidence of 5% or
greater) and observed at a rale on SEROOUEL at least twice that of placebo were somnolence (34%), dry mouth
(19%), asthenia (10%), constipation (10%), abdominal pah (7%), postural hypotension (7%), pharyngitis (6%),
and weight gain (6%). Explorations for interactjons on the basis of gender, age. and race did not reveal any clinically
meaningful differences in the adverse event occurrence on the basis of these demographic factors. Doss
Dependency ol Adverse Events In Short-Term, P l a i M H i M l e d Trim: D o n - n l i M Advene Events:
Spontaneously elicited adverse event data from a study of schiiophrenti companng five lixed doses of SEROOUEL
(75 mg, ISO mg, 300 mg, 800 mg, and 750 mg/dayj to placebo were explored for dose-rekJedness of adverse
events. Logistic regresskn analyses revealed a positrve dnseresponse ( K O . 0 5 ) for the totaling adverse events:
dyspepsia, ahrjominal pain, and weigirt gain. Eitniqnniiilal Smiptonn: Bata from one 6-week clinical trial c-l schiz-
ophrena comparing five Sxed doses of SEROQUEL (75,150,300,600,750 mg/day) provided evidence for the lack
of treatmenMmergent extrapyramidal symptoms (EPS) and dose-reMedness tor EPS associated wih SEROQUEL
treatment Three methods were used to measure EPS: ( I ) Simpson-Angus total score (mean changefrom base-
line) wtnch evaluates parkinsomsm and akathisia, (2) incidence ol spontaneous complaints of EPS (akathisia, am-
nesacogwheel rigidly, extrapyramidal syndromii, Ijipertonia, hvpobnesia, neck rigidb,and tremor) and (3) use
of antKholinergic medications to treat emergent EPS. In srx additional placeho-controlfed clmical trials tnals (3 in
" * ™ " * f T»schizophrenia) using v a n * doses of SEROQUEL, there were no drJermes between trie
SEROQUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson-Angus total scores,
spontaneous comptats of EPS anithe use of concomrtant anhcholineroic medications to treat EPS. vital Signs
" ) J j j j f p . ^ S * * 1 1 Vital SIsiiCIHBgec SEROQUEL is assoaatecT wrth orthostatic hypotension (see PRE-
CAUTIONS). UtaigM Gain: In schizophrenia trials the proportions of pahents meeting a weight gain crrlenon of >7%
of body weight were compared in a pool of tour 3- to 6-week placebo-controlled clmcal trials, reveling a statistj-
* M " « a * greater incidence of weight gam for SEROQUEL (23%) compared to placebo (6%). In man.
monotherapy trials the proportions ol patients meetng the same wejht gain cntertan were 21% compared to 7%
'"J.!™3"1 0 ar™ m ™ r " * 3°l«,™ therapy tnals the propornon of patients meeting Hie same weight cntenon were
13% compareo to 4% for placebo. Laboratory Ch ing* : An assessment of the premarketing experience for
SEROQUEL suggested M l i s O T M v * asymrAmahc increasesin SGPT and increases in both totil chc-

l K 2 ' ,2PSSL(SM Pf'"^JSSEUS 2 2 W r C ™ ? ^ SPrCS"m r M " tnals revelled no chnplry important drjererras between SEROQUEL and placebo. K G Ctuget .
H S U , ? ' " I S 1 " ™ '" pooled placebo-conlrolled tnals revealed no statistically significant
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events are incU-approximately 2200 patentsMated for

41 dose to 25 mg bid. If hypotension occurs during tJrjbon to the target dose, a return to the previous dose in the
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line. TMore , eamlnatta K me km by method! >»«ittBlo detect catarntlorniaton, nth m i l t la»p
e inoro lw i | in l^ l« l l l < l i ae t ln l i ,b
mt at I maHh Mirntl i r t g chit* tnHmen. M a m : During clinical trials, seizures occurred in 0.6%
(1IV2792) of patients treated with SEROQUEL compared to 0.2% (1/607) on placebo and 0.7% (4/527) on active
C O M drugs. As with other ariipsychotcs SEROQUEL shoukl be used cautiously in patents with a history ol
seizures or with conditions that potentially lower Hie seizure threshold, e.g, AMieimefs dementia. Conditions that

demonstrated a dose-related decrease in total and free thyroxine (T4) of approximat

5HHESHS
es in matngs and in matings resulting in pregnancy, and an increase in the interval to mate An increase in irregu-
lar estrus cycles was observed at doses of 10 and M mg/kg, or 0.1 and 0.6 tmes the maximum human dose on a
mg/m2 basis. The no-effect dose in female rats was 1 mg/kg, or 0.01 tmes the maximum human dose on a mg/m!
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tailed without adaptation or progression during more clironic therapy Generally, these changes were of no clinical
slgnrlicance and TSH was urichanged in most patients, and levels of TBG were unchanged. In neariyall cases, ces-
saton ol SEROOUEL treatment was assoSedwitn a reversal cf tlieeflem on total aril free T4, irrespective of tlie
duration of treatment About M % J B S 7 9 I ) of SEROQUEL patents did experience TSH increases In monottiera-
py studies. Six of tie patents with TSH increases needed revtacernentthyroid treatment In the mania adjunct stud-
k w t w e S E f l C I J U E L w a s a e W t o B i u i n o r o M r j M t J S M T O l o f S E R O O I i E L t r a t e d f f f l i e r e a r o p o l
to 7% (15/203) of placebo treated patents had elevated TSH kwts. Of the SEROOUEL treated patients with elevat-
ed TSK levels. 3 had siinaltaneous low free T4 levels, d e o l n l n l and TriglinriK E K V X I D M : In schizophrenia tri-
als, SEROQUEL-treated patterns had increases from baseline i i cholesterol and mgryceride of 11% and 17%,
respgctlvely, compared to sltght decreases for placebo patients. These changes were onh weakly related to the
increases i ^ o b s e r v e d in SEROOUEL-treated patents. Hvjurlrobcilnemla: Although an elevation ol pro-
lactin levels was not demonstrated in clinical trials win SEROQUEL, increased prolar* levels were observed in rat
studies with this compound, and were associated with an increase in mammary gland neopbsft hi rats (see
Carctogeness). Tissue cubture experlrnents indicate that approximately one-Dikd of human breast cancers are pro-
lactn dependent in * , a factor of potential importance I fie prescription of mese drugs is contemplated in a
patent witti previously dewed breast cancer. Although disturbances such as gatctorrhea, amenorrhea, gyneco-
masta, and inpotence have been reported with probcttrrekvattng compounds, the clinical significance of elevated
senm proiacfn levefe E unmom for most patiei* Wt ie t clkiral studies r w eptf™ictogK studes conducted
to date have shown an association between chronic administration of « I B dass of drugs and tumorigenesis in
humans; l ie available evidence is considered too tmited 1o be condusrve at tliis time. Tmamirase E l e m e n t
Asymptomatic, transient and reversUe elevates n serum transaminases (primarily ALT) have been reported. In
schtfoptirenla trials, the proportions of patients with transamrnase etevatjons of > 3 ones the upper Ihnirs of the
normal reference range in a pool of 3- to frweek placebo-controHed trials were approximately 6% for SEROQUEL
compared to 1 % for placebo. In acute bipolar mania trials, the proportions of patients with transamuiase elevatws

approximately 1 % for both SEROQUEL and placebo. These hepatic enwme elevations usually occurred within the
first 3 weete of drug treatment and promptly returned to pra-study kwets with ongoing treatment with SEROQUEL
N M t a l for C a p i t o l and Hator k w t l m M t Somnolence was a commonly reported adverse event reported in
patents treated with SEROQUEL especially during Ilie 3-5 day period ol Initial dose-ttraton. In schizophrenia trials,
somnHenee was reported in 18% ol patents on SEROOUEL compared to 11% of placebo patents. In acute bipo-
lar manii trials using SEROQUEL as monoterapy, somnolence was reported I t 16% ol patients on SEROQUEL
compared to 4% ol pbcebo patients. In acute bjnolar mania trials using SEROQ JEL as adiuncttherapy, somnolence
was reported t i 34% of patents on SEROQUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment thtaUng, or motor skills, patents should be cautioned about performing actvies
requiring mental alertness, such as operating a motor vehicle (including automate) or operating hazardous
machinery l ira they are reasonably certain that SEROQUEL therapy does mt affect them adversely. PrTapUm: One
cast of pnaplsm In a patient raceivira SEftOQUEL res been reported prior to market introduction. While a causal
r e t t ^ t t o i i s e o f S E m E L t e r t r O T e s t ^ l B W . o t a d r a j s m f f t a t t a - a a r a e r g t b l t K t o o e f f K t s k M
tmreporWtoMicermrKrn .ar i l lopwabht tmSEROOIJELrmstoeth isca iacty Severe priapism may
re»*e surgical Merventon. M | T e n » t n « i n Refutation: Although not reported wttti SEROQUEL. disruption
of the tnoys ability to reduce core body temperature has been attrihuted to antipsycriotic agents. Appropriate
care B advised whan prescribing SEROOUEL lor patients who will be experiencing conditions which may con-
tribute to an eievaton In core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiv-
ing concomrtant medication with antcholinergk: activity, or being subject to dehydration. Dyipfugla: Esophageal
dysmobiy and aspiration have been associated with antosychobc drug use. Aspiration pneumonia is a common
cause of morbidity and mortality in amity patients, i i particular those with advanced Alzheimer's dementia.
SEROOUEL and other ariipsychotc drags should be used cautiously in patents at risk lor aspiration pneumonia.
8<tti*«: The posjibility of a s w a * atlempt K mfierent m bipolar disorder ami sclimplirenE: ckDse sorjerflsmn of
high risk patents shoukl accompany drug therapy. Prescriptions lor SEROOUEL should be written for the smallest
Quantty n tsbtots conststBnt wttti oood pati6nt mansoBnKnt in onlcr to reducs the risk of owdoss. U n In Psttmb
• M Canconlml K m Clinical experience wtbSEROQUEL«patients with certain concomitant systemic ell-
nesses is Umittd. SEROOUEL has not been wakiarted or used to any appreciable extent in patients with a recent his-
tory of rnycpcardial Marctkin or unstable heart disease. ParMerats wrfrji these diagnoses wero axcluded from premar-
kaong ctinacal studies. Because of the risk of orthostatic hypotension with SEROQUEL, cauHm should be observed

pharmacodynamic response to
or cause poorer tolerance or orthostasis. should lead to consideration of a lower starring dose, slower

. luring die mitial dosing period in the elderly. The mean plasma clearance of
y 30% to 50% in elderly patients when compared to younger patents.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROOUEL consisting of
over 3000 patents. This database includes 405 patents exposed to SEROQUEL for the treatment of acute bipolar
mana (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of schizophrenia. Of these approximatBly 3000 sutjfects, approidmate-
tf 2700(2300 in schizophrenia and 405 in acute bipolar mam) were patients who participated in multiple dose
effectiveness trials, and their experience corresponded to approximately 914.3 patent-years. The conditions and
duration of treatment with SEROQUEL varied greatly and included (in overlapping categories) open-libel and dou-
ble-blind phases of studies, inpatents and outpatients, fixed-dose and dose-ttratton studies, and short-term or
longer-term exposure. Adverse reactions were assessed by collecting adverse events, results of physical examma-
tlons, vital signs, weights, laboratory analyses, ECGs, and results of qphthalmologic examinations. Adverse events
during exposure were obtained by general inquiry and recorded by clinical investigators using terminology of their
own choosing. Consequently, fl is not possible to provide a meaningful estimate of the proportion of individuals
experiencing adverse events without hist grouping similar types of events into a smalter number of standardized
event categories. !r> the tables and tabulations that follow, standard COSTART terminology has been used to classi-
fy reported adverse events. The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considered treat-
ment emergent H fl occurred for the first time or worsened while receiving therapy following baseline evaluation.
Advene M i n i Observed in Short-Tern, Controlled Walt: Adverse Eveft taraatel»» DitraitnualJin ol
Treatment In Snort-Term, P l a o h K o n W I e d Trials: Ante Bipolar Mania: Overall, disconttnuattons due to
adverse events were 5.7 % for SEROQUEL vs. 5.1% for placebo in monotherapy and 3.6% forSEROQUELvs.5.9%
tor placebo in adjunct therapy. Sditanhnaia: Overall, there was little difference in the incidence of discontinuation
due to adverse events {4% for SEROQUEL vs. 3% for placebo) in a poot of controlled trials. However, discontinua-
tons due to somnolence and hypotenskn were considered to be drug related {see PRECAUTIONS): Somnolence
O.e% vs 0% for placebo and Hypotension 0.4% vs 0% lor placebo. A i n n e Events tarring at an Incidence of
1 % or Hire Among SEWMUEL Treated P a t e * in Short-Term, Fiateko-Controlled Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot be used to predict the Incidence of side effects in the
course of usual medial practice where patent characteristics and other factors differ horn those that prevailed in
the clinical trials. Similarly, t ie cited freo.uencies cannot be compared with figures obtained from other clinical inves-
tigations involving different treatments, uses, and investigators. The cited figures, however, do provide the pre-
scribing physician wth some basis tor estimating the rebhve contributton of drug and nondrug factors to the side
effect incidence 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 1z weeks) in 1 % or more of patients treat-
ed with SEROQUEL (doses ranging from 75 to 800 mg/day) where the incidence in patents treated with SEROOUEL
was greater Irian the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in

events reported occurred during treatment wflh SEROQUEL they were not necessarily caused by It. Events are fur-
results from ptacebo-controlled triate appear in this listing); infrequent adverse events are those occurring in 1/100
tol: irapalrts:nieme«Kirettostoccomnoinlewtr»nl / imp]Saot!HervouiSy»em:frB«i»nt 'hy8et-
Ionia dysarlhria; M u M j f ; abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia. vertigo, invrtin-
tary movements, confusion, amnesia, psychosis, hallucinations, hyperidnesia, libido increased*, urinary retention,
incoordination, paranoid reaction, abnormal gait, myoclonus, delusions, manic reaction, apathy, ataxia, depersonat-
ization, stupor, bruxism, catatonic reaction, nemipfegla; A m : aphasia, buccoglossal syndrome, chareoathetosis,
delirium, emotional lability, euphoria, libido decreased', neuralgia, stuttering, subdural hsmatoma. Body at i
Whole: Fnamtfo syndrome; Affreewnf: neck pain, pelvic pain', suicide attempt, malaise, photo&ensiiivity reac-
tion, chills, face edema, moniliasts; flm* abdomen enlarged. Dfgvcttvt System: fifflSMt anorexia; MiQPSDt
increased salivation, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence,
gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux,
gum hemorrhage, mouth ulceration, rectal hemorrhage, tongue edema; Rm: glossitis, hematemesis, intestinal
obstruction, metena, pancreatitis. Cinljovatcular System: fiwp/wt palpitation; /nftwp/Mtt yasodilatation, QT
interval prolonged, migraine, bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundle branch
block, cerebrovascular accident, deep thrombophlebitis, T wave inversion; fan: angina pectoris, atrial fibrillation,
AV block first degree, congestive heart failure, ST elevated, thrombophlebitis, T wave flattening, ST abnormality,
increased QRS duration. Respiratory System: Fnqmt pharyngitis, rhinitis, cough increased, dyspnea;
Mrtqaent. pneumonia, epistaxis, asthma; flm: hiccup, hypnventilation. Metabolic mi Nutritional System:
Fnqmt peripheral edema; Infrnqasnt weight loss, alkaline phosphatase increased, hyperiipemia, alcohol intoler-
ance, dehydration, hyperglycemia, creatinine increased, hypoglycemia; A m : giycosuria, gout, hand edema,
trypokaJemia, water intoxication. SMn aid Appendages System; fiwflwnt sweating; totnqmfc prurife, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer A m : exfoliative dermatitis, psoriasis, skin
discoloration. Urognltal System: ArtatvMf: dysmenontiea', vaglnltis*, urinary incontinence, metrorrhagia*,
impotence", dysuna, vaginal moniliasis', abnormal eiacuiation', cystitis, urinary frequency, amenormea", female
lactation', leukorrhea*, vaginal hemorrhage', vulvovaginitis' orchiiV; flwrgynecomastiV, nocturia, poryuria,
acute kidney failure. Special Senas: M w w f l t conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perver-
sion, blepharitis, eye pain; ton: abnormality of accommodation, deafness, glaucoma. Mimiloskelital Sntam:
A f a g w r f pathological fracture, myasthenia, twitching, arthralgia, arthritis, leg cramps, bone pain. Himic and
Lymphatic System: Fteqamt leukopenia; Mnvient: leukocytosis, anemia, ecchymosisT eosinoohilia,
hypochromic anemia; lymphadenopathy, cyanosis; flan: hemolysis, thrombocytopenia. Endocrine System:

hypothyroidism, diabetes mellitus; ftift: hyperthyroidism. 'adjusted for gender Post Muteting
: Adverse events reported since market introduction which were temporally related to SEROQUEL ther-

apy include: leukopenia/neutropenia. If a patient develops a low white cell count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutropenia Include pre-existing low white cell count and history of drug
induced leukopenia/neutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessarily causally related, include the following: agranulocytosls, anaphy-
laxis, hyponatremia, rhabdomyorysis, syndrome of inappropriate anttdiuretic hormone secretion (SIADH), and
Steven Johnson syndrome (SJS).

E3dm bJuSnr

SSSS h £ ofimSt and sS «2* staR
a w u u u a . e.g., oeveioFem oi loierance, increases m uose,

; T f J ,. . . . . „ „ „ „ „ , . . .
OVERO0SA6E: Human experience; Experience with SEROOUEL (quetiapine fumarate) in acute overdosage
was limited in the clinical tral database (6 reports) wih estimated doses ranging from 1200 mg 10 9600 mg and
™ * * » l n « ™ . * "Porhxl signs and symptoms were those resulting from an exaggeralon ol the drugs
]mm Ptamacokigral effects, i.e., drowsiness and sedation, tachycanjia and hypotension. One case, involving
J i « * ™ < « ! « " * « • of 96O0 mg, was associated with hypokaleme[and first degree heart block hi post-mar-
QT; prolongaton. Minagameril ol Onrdonge: Ini case of acute overdosage, establish and maintain an
"" ™ld"!i*0HnJll)"1r v'J!ttiG^"cJlTjff " ^ M f f ' S ^administrabon of activated charcoal together with a laxative should be considered.

i monrto nng shouMcomme nee immediately andsh

midt procainamKle and quimdine cam'a t w e t c a l hazard of addrhve OTjrolorKjing e

blocking properties ofbrirtylunrndt additive to those of queha^ne, resultng In pr

d. Hypotensm and cloBoryMlapse should be
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SEROOUEL is a trademark of the AstiaZeneca group of companies.
e maima ">
RevOI/04

Manufactured for:
AstiaZeneca PharmaceurJc* LP
Wilmington, Delaware 19850-5437

https://doi.org/10.1017/S1092852900022318 Published online by Cambridge University Press

https://doi.org/10.1017/S1092852900022318


^

I never thought I could be myself again

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar I 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-reiated 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.

AstraZenecaa?
AstraZeneca Pharmaceuticals LP

Seroquel
quetiapine fumarate

25 mg, 100 mg, 200 mg £ 300 mg tablets

To prevent medication errors, write "SEROQUEL" clearly
on your Rx pad. Spell "SEROQUEL" clearly over the phone.

www.SEROQUEL.com
Mease see Brief Summary of Prescribing Information on following page.

} 2004 AstraZeneua I P. All rights reserved. SE
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Introducing NEW 25 mg and 50 mg
capsules of ZONEGRAN® (zonisamide)

ZONEGRAN is indicated as adjunctive therapy in the
treatment of partial seizures in adults with epilepsy.

In clinical trials, the most common adverse events
that occurred with ZONEGRAN were somnolence,
dizziness, anorexia, headache, nausea, and
agitation/irritability.
*Can also be dosed twice daily.

Please see brief summary of Prescribing Information on
adjacent page.
References: 1. ZONEGRAN" Prescribing Information. Elan Pharmaceuticals. 2002. 2. Brodie M,
Wilson E, Smith D, et al. Steady-state drug interaction study of zonisamide and lamotrigine in
epileptic patients. Neurology. 2001;56(3):A337 (abstract). 3. Data on file. Elan Pharmaceuticals, Inc.

More dosing options for meeting
patients' needs
• Increase your dosing flexibility

• Choose from 3 dosage strengths:
25 mg, 50 mg, and 100 mg capsules

•Tailor therapy to the individual patient

Proven efficacy with
confidence-building benefits
• Few drug-to-drug interactions

• Minimal cognitive impairment

•63-hour half-life—the longest of any newer AED

• Convenient QD dosing*

TM

elan
Distributed by Elan Biopharmaceuticals, a business unit of Elan Pharmaceuticals, Inc.
{EPI), a member of the Elan Group. ZONEGRAN and the H are trademarks of, or
licensed exclusively in the U.S. to, EPI. ©2003 Elan Pharmaceuticals, Inc.
Printed in USA ZNS-12120903 www.elan.com

zonegran
zonisamide capsules
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CONTRAINDICATIONS

ZONEGRAN is contra indicated in patients who have demon-
strated hypersensitivity to sulfonamiaes or zonisamide.

WARNINGS
Potentially Fatal Reactions to Sulhnamides: Fatalities have
occurred, although rarely, as a result of severe reactions to
sulhnamides {zonisamide is a suffonamidej including Ste-
vens-Johnson syndrome, toxic epidermal necrolysis, fulminant
hepatic necrosis, agranulocytosis, aplastic anemia, and other
blood dyscrasias. Such reactions may occur when a sulfon-
amide is readministered irrespective of the route of administra-
tion. If signs of hypersensitivity or other serious reactions occur,
discontinue zonisamide immediately. Specific experience with
sulfonamide-type adverse reaction to zonisamide is described
below.

Serious Skin Reactions: Consideration should be given to dis-
continuing ZONEGRAN in patients who develop an otherwise
unexplained rash. If the drug is not discontinued, patients
should be observed frequently. Seven deaths from severe
rash [i.e. Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN)] were reported in the first 11 years of market-
ing in japan. Alt of the patients were receiving ofher drugs
in addition to zonisamide. In post-marketing experience from
Japan, a total of 49 cases of SJS or TEN have been reported,
a reporting rate of 46 per million patient-years of exposure.
Although this rate is greater than background, if is probably an
underestimate of the true incidence because of under-report-
ing. There were no confirmed cases of SJS or TEN in the US,
European, or Japanese development programs.

In the US and European randomized controlled trials, 6 of 269
(2.2%) zonisamide patientsdiscontinued treatment because of
rash compared to none on placebo. Across all trials during the
US and European development, rash that led to discontinu-
ation of zonisamide was reported in 1.4% of patients (12.0
events per 1000 patient-years of exposure). During Japanese
development, serious rash or rash that led to study drug discon-
tinuation was reported in 2.0% of patients (27.8 events per
1000 patient years). Rash usually occurred early in treatment,
with 85% reported within 16 weeks in the US and European
studies and 90% reported within two weeks in the Japanese
studies. There was no apparent relationship of dose to the
occurrence of rash.

Serious Hematologic Events: Two confirmed cases of aplastic
anemia and one confirmed case of agranulocytosis were
reported in the first 11 years of marketing in japan, rates
greater than generally accepted background rates. There
were no cases of aplastic anemia and two confirmed cases
of agranulocytosis in the US, European, or Japanese develop-
ment programs. There is inadequate information to assess the
relationship, if any, between dose and duration of treatment
and these events.

Oligohidrosis and Hyperfhermia in Pediatric Patients:
Oligohidrosis, sometimes resulting in heat stroke and hospi-
talization, is seen in association with zonisamide in pediatric
patients.
During, the pre-approval development program in Japan, one
case or oligohidrosis was reported in 403 pediatric patients, an
incidence of 1 case per 285 patient-years of exposure. While
there were no cases reported in the US or European develop-
ment programs, fewer than 100 pediatric patients participated
in these trials.
In the first 11 years of marketing in Japan. 38 cases were
reported, an estimated reporting rate or about 1 case per
10,000 patient-years of exposure. In the first year of market-
ing in the US, 2 cases were reported, an estimated reporting
rate of about 12 cases per 10,000 patient-years of exposure.
These rates are underestimates of the true incidence because of
under-reporting. There has also been one report of heat stroke
in an 18-year-oM patient in the US.
Decreased sweating and an elevation in body temperature
above normal characterized these cases. Many cases were re-
ported after exposure to elevated environmental temperatures.
Heat stroke, requiring hospitalization, was diagnosed in some
cases. There have been no reported deaths.
Pediatric patients appear to be at an increased risk for
zonisamide-associatea oligohidrosis and hyperthermia.
Patients, especially pediatric patients, treated with Zonegron
should be monitored closely for evidence of decreased sweat-
ing and increased body temperature, especially in warm or
hot weather. Caution should be used when zonisamide is
prescribed with other drugs that predispose patients to heat-
related disorders; these drugs include, but are not limited to,
carbonic anhydrase inhibitors and drugs with anticholinergic

The practitioner should be aware that the safety and effec-
tiveness of zonisamide in pediatric patients have not been
established, and that zonisamide is not approved for use in
pediatric patients.
Seizures on Withdrawal: As with other AEDs, abrupt wifhdraw-
al of ZONEGRAN in patients with epilepsy may precipitate in-
creased seizure frequency or status epilepticus. Dose reduction
or discontinuation or zonisamide should be done gradually.

Teratogenicity: Women of child bearing potential who are
given zonisamide should be advised to use effective contracep-
tion. Zonisamide was teratogenic in mice, rats, and dogs and
embryolethal in monkeys when administered during the period
of organogenesis. A variety of fetal abnormalities, including
cardiovascular defects, ana embryo-fetal deaths occurred at
maternal plasma levels similar to or lower than therapeutic
levels in humans. These findings suggest that the use of ZONE-
GRAN during pregnancy in humans may present a significant
risk to the fetus (see PRECAUTIONS, Pregnancy subsection). It
cannot be said with any confidence, however, that even mild
seizures do not pose some hazards to fhe developing fetus.
Zonisamide should be used during pregnancy only if the poten-
tial benefit justifies the potential risk to the fetus.
Cognitive/ Neuropsychiatric Adverse Events: Use of ZONE-
GRAN was frequently associated with central nervous system-
related adverse events. The most significant of these can be

classified into three general categories: 1) psychiatric symp-
toms, including depression and psychosis, 2) psychomotor
slowing, difficulty with concentration, and speech or language
problems, in particular, word-finding difficulties, and 3) som-
nolence or fatigue.
In placebo-controlled trials, 2.2% of patients discontinued
ZONEGRAN or were hospitalized for depression compared
to 0.4% of placebo patients, while 1.1 % of ZONEGRAN and
0.4% of placebo patients attempted suicide. Among all epilep-
sy patients treated with ZONEGRAN, 1.4% were discontinued
ana 1.0% were hospitalized because of reported depression
or suicide attempts. In placebo-controlfed trials, 2.2% of pa-
tients discontinued ZONEGRAN or were hospitalized due to
psychosis or psychosis-related symptoms compared to none of the
placebo patients. Among all epilepsy patients treated with
ZONEGRAN, 0.9% were discontinued and 1.4% were hospi-
talized because of reported psychosis or related symptoms.
Psychomotor slowing and difficulty with concentration occurred
in the firsf month of treatment ana were associated with doses
above 300 mg/day. Speech and language problems tended
to occur after 6-10 weeks of treatment and at doses above
300 mg/day. Although in most cases these events were of
mild to moderate severity, they at times led to withdrawal
from treatment.

Somnolence and fatigue were frequently reported CNS ad-
verse events during clinical trials with ZONEGRAN. Although
in most cases these events were of mild to moderate severity,
they led to withdrawal from treatment in 0.2% of the patients
enrolled in controlled trials. Somnolence and fatigue tended to
occur within the first month of treatment. Somnolence and fa-
tigue occurred most frequently at doses of 300-500 mg/day.
Patients should be cautioned about this possibility and special
care should be taken by patients if they drive, operate machin-
ery/ or perform any hazardous task.
PRECAUTIONS
General: Somnolence is commonly reported, especially at
higher doses of ZONEGRAN (see WARNINGS: Cognitive/
Neuropsychiatric Adverse Events subsection). Zonisamide
is metabolized by the liver and eliminated by the kidneys;
caution should therefore be exercised when administering
ZONEGRAN to patients with hepatic and renal dysfunction
(see CLINICAL PHARMACOLOGY, Special Populations subsec-
tion of full Precribing Information).
Kidney Stones: Among 991 patients treated during the de-
velopment of ZONEGRAN, 40 pafienfs (4.0%) with epilepsy
receiving ZONEGRAN developed clinically possible or con-
firmed kidney stones (e.g. clinical symptomatology, sonogra-
phy, etc.), a rate of 34 per 1000 patient-years of exposure
(40 patients with 1 168 years of exposure). Of these, 12 were
symptomatic, and 28 were described as possible kidney stones
based on sonographic detection. In nine patients, the diagno-
sis was confirmed by a passage of a stone or by a definitive
sonographic finding. The rate of occurrence of kidney stones
was 28.7 per 1000 patient-years of exposure in the first six
months, 62.6 per 1000 patient-years of exposure between 6
and 12 months, and 24.3 per 1000 patient-years of exposure
after 12 months of use. There are no normafive sonographic
data available for either the general population or patients with
epilepsy. The clinical significance of the sonographic finding is
unknown. The analyzed stones were composed of calcium or
urate salts. In general, increasing fluid intake and urine output
can help reduce the risk of stone formation, particularly in
those with predisposing risk factors. It is unknown, however,
whether these measures will reduce the risk of stone formation
in patients treated with ZONEGRAN.
Effect on Renal Function: In several clinical studies, zonisamide
was associated with a statistically significant 8% mean
increase from baseline of serum creatinine and blood urea
nitrogen (BUN) compared to essentially no change in the pla-
cebo patients. The increase appeared to persist over time but
was not progressive; this has been interpreted as an effect on
glomerulaT filtration rate |GFR}, There were no episodes of un-
explained acute renal failure in clinical development in the US,
Europe, or Japan. The decrease in GFR appeared within the
first 4 weeks of treatment. In a 30-day study, the GFR returned
to baseline wifhin 2-3 weeks of drug discontinuation. There is
no information about reversibility, after drug discontinuation, of
the effects on GFR after long-term use. ZONEGRAN should be
discontinued in patients who develop acute renal failure or a
clinically significant sustained increase in the creatinine/BUN
concentration. ZONEGRAN should not be used in patients with
renal failure (estimated GFR < 50 mL/min) as there has been
insufficient experience concerning drug dosing and toxicity.

Sudden Unexplained Death in Epilepsy: During the develop-
ment of ZONEGRAN, nine sudden unexplained deaths
occurred among 991 patients with epilepsy receiving ZONE-
GRAN for whom accurate exposure data are available. This
represents an incidence of 7.7 deaths per 1000 patient years.
Although this rate exceeds that expected in a healthy popula-
tion, it is within the range of estimates for the incidence of
sudden unexplained deaths in patients with refractory epilepsy
not receiving ZONEGRAN (ranging from 0.5 per 1000 pa-
tient-years for the general population of patients with epilepsy,
to 2-5 per 1000 patient-years for patients with refractory epi-
lepsy; higher incidences range from 9-15 per 1000 patient-
years among surgical candidates and surgical failures). Some
of the deaths could represent seizure-related deaths in which
the seizure was not observed.

Status Epilepticus: Estimates of fhe incidence of treatment
emergent status epilepticus in ZONEGRAN-treated patients
are difficult because a standard definition was not employed.
Nonetheless, in controlled trials 1.1% of patients treated
with ZONEGRAN had an evenf labeled as status epilepticus
compared to none of the patients treated with placebo. Among
patients treated with ZONEGRAN across all epilepsy studies
(controlled and uncontrolled), 1.0% of patients had an event
reported as status epilepticus.

Creatine Phosphokinase (CPK) Elevation and Pancreatitis: In
the post-market setting, the following rare adverse events have
been observed (<l:1000):
If patients taking zonisamide develop severe muscle pain

and/or weakness, either in fhe presence or absence of a
fever, markers of muscle damage should be assessed, includ-
ing serum CPK and aldolase levels. If elevated, in the absence
or another obvious cause such as trauma, grand mai seizures,
etc., tapering and/or discontinuance of zonisamide should be
considered and appropriate treatment initiated.
Patients taking zonisamide that manifest clinical signs and
symptoms of pancreatitis should have pancreatic lipase and
amylase levels monitored. If pancreatitis is evident, in the
absence of another obvious cause, tapering and/or discon-
tinuation of zonisamide should be considered and appropriate
treatment initiated.
Information for Patients: Patients should be advised as fol-
lows:

?. ZONEGRAN may produce drowsiness, especially at higher
doses. Patients should be advised not to drive a car or
operate other complex machinery until they have gained
experience on ZONEGRAN sufficient to determine whether
it affects their performance.

2. Patients should contact their physician immediately if a skin
rash develops or seizures worsen.

3. Patients should contact their physician immediately if they
develop signs or symptoms, such as sudden back pain, ab-
dominal pain, and/or blood in the urine, that could indicate
a kidney stone. Increasing fluid intake and urine output may
reduce the risk of stone formation, particularly in those witn
predisposing risk factors for stones.

4. Patients should contact their physician immediately if a child
has been taking ZONEGRAN and is not sweating as usual
with or without a fever.

5. Because zonisamide can cause hematological complica-
tions, patients should contact their physician immediately
if they develop a fever, sore throat, oral ulcer*, or easy
bruising.

6. As with other AEDs, patients should contact their physician
if they intend to become pregnant or are pregnant during
ZONEGRAN therapy. Patients should notify their physician
if they intend to breast-feed or are breast-feeding an infant.

7. Patients should contact their physician immediately if they
develop severe muscle pain and/or weakness.

Laboratory Tests: In several clinical studies, zonisamide was
associated with a mean increase in the concentration of serum
creatinine and blood urea nitrogen (BUN) of approximately
8% over the baseline measurement. Consideration should be
given to monitoring renal function periodically (see PRECAU-
TIONS, Effect on Renal Function subsection).

Zonisamide was associated with an increase in serum alkaline
phosphatase. In the randomized, controlled trials, a mean in-
crease of approximately 7% over baseline was associated with
zonisamide compared to a 3% mean increase in placebo-treat-
ed patients. These changes were not statistically significant.
The clinical relevance of these changes is unknown.

Drug Interactions: Effects of ZONEGRAN on the pharmacoki-
netics of other antiepilepsy drugs {AEDs}: Zonisamide had no
appreciable effect on trie steady state plasma concentrations
or phenytoin, carbamazepine, or valproate during clinical
trials. Zonisamide did not inhibit mixed-function liver oxidase
enzymes (cytochrome P450), as measured in human liver
microsomal preparations, in vitro. Zonisamide is not expected
to interfere with the metabolism of other drugs that are metabo-
lized by cytochrome P450 isozymes.
Effects of other drugs on ZONEGRAN phormacokinetics: Drugs
that induce liver enzymes increase the metabolism and clear-
ance of zonisamide and decrease its half-life. The half-life of
zonisamide following a 400 mg dose in patients concurrently
on enzyme-inducing AEDs such as phenytoin, carbamazepine,
or phenobarbital was between 27-38 hours; the half-lire of
zonisamide in patients concurrently on the non-enzyme induc-
ing AED, valproate, was 46 hours. Concurrent medication with
drugs that either induce or inhibit CYP3A4 would be expected
to alter serum concentrations of zonisamide.

interaction with c/'mefidine: Zonisamide single dose pharma-
cokinetic parameters were not affected by cimetidine (300 mg
four times a day for 12 days).
Carcinogenicity, Mutagenesis, Impairment of Fertility: No evi-
dence of carcinogenicity was found in mice or rats following
dietary administration of zonisamide for two years at doses
of up to 80 mg/kg/day. In mice, this dose is approximately
equivalent to the maximum recommended human dose (MRHDJ
of 400 mg/day on a mg/m2 basis. In rats, this dose is 1-2
times fhe MRHD on a mg/m2 basis.
Zonisamide increased mutation frequency in Chinese hamster
lung cells in the absence of metabolic activation. Zonisamide
was not mutagenic or clastogenic in the Ames test, mouse
lymphoma assay, sister chromatid exchange test, ana human
lymphocyte cytogenetics assay in vitro, and the rat bone mar-
row cytogenetics assay in vivo.
Rats treated with zonisamide |20, 60, or 200 mg/kg] before
mating and during the initial gestation phase showed signs of
reproductive toxicity (decreased corpora lutea, implantations,
and live fetuses) at all doses. The low dose in this study is
approximately 0.5 times the maximum recommended human
dose (MRHD) on a mg/m2 basis. The effect of zonisamide on
human fertility is unknown.
Pregnancy: Pregnancy Category C (see WARNINGS, Teratoge-
nicity subsection): Zonisamide was teratogenic in mice, rats,
and dogs and embryolethal in monkeys when administered
during the period of organogenesis. Fetal abnormalities or
embryo-fetal deaths occurred in these species at zonisamide
dosage and maternal plasma levels similar to or lower than
therapeutic levels in humans, indicating that use of this drug
in pregnancy entails a significant risk to the fetus. A variety or
external, visceral, and skeletal malformations was produced in
animals by prenatal exposure to zonisamide. Cardiovascular
defects were prominent in both rats and dags.

Following administration of zonisamide (10, 30, or 60 mg/
kg/day) to pregnant dogs during organogenesis, increased
incidences of fetal cardiovascular malformations (ventricular
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septal defects, cardiomegaly, various valvular and arterial
anomalies) were found at doses of 30 mg/kg/day or greater.
The low effect dose for malformations produced peak mater-
nal plasma zonisamide levels (25 ug/mL) about 0.5 times
the highest plasma levels measured in patients receiving
the maximum recommended human dose (MRHD) of 400
mg/day. In dogs, cardiovascular malformations were found
in approximately 50% of all fetuses exposed to the high dose,
which was associated with maternal plasma levels (44 ug/mL)
approximately equal to the highest levels measured in humans
receiving the MRHD. Incidences of skeletal malformations were
also increased at the high dose, and fetal growth retardation
and increased frequencies of skeletal variations were seen at
all doses in this study. The low dose produced maternal plasma
levels [12 ug/mL) aoout 0.25 times the highest human levels.

In cynomolgus monkeys, administration of zonisamide (10 or
20 mg/kg/day) to pregnant animals during organogenesis
resulted in embryo-fetal deaths at both doses. The possibility
that these deaths were due to malformations cannot be ruled
out. The lowest embryolethal dose in monkeys was associated
with peak maternal plasma zonisamide levels (5 ug/mL) ap-
proximately 0.1 times the highest levels measured in patients
at the MRHD.
In a mouse embryo-fetal development study, treatment of preg-
nant animals with zonisamide (125, 250, or 500 mg/kg/dayl
during the period of organogenesis resulted in increased
incidences or fetal malformations (skeletal and/or craniofacial
defects) at all doses tested. The low dose in this study is ap-
proximately 1.5 times the MRHD on a mg/m^ basis. In rats, in-
creased frequencies of malformations (cardiovascular defects)
and variations (persistent cords of thymic tissue, decreased
skeletal ossification) were observed among the offspring of
dams treated with zonisamide (20, 60, or 200 mgAg/aay)
throughout organogenesis at all doses. The low effect dose is
approximately 0.5 times the MRHD on a mg/m2 basis.
Perinatal death was increased among the offspring of rats
treated with zonisamide (10, 30, or 60 mg/kg/aay) from
the latter part of gestation up to weaning at the high aose, or
approximately 1.4 times the MRHD on a mg/m2 basis. The no
effect level of 30 mg/kg/day is approximately 0.7 times the
MRHD on a mg/m2 basis.

There are no adequate and well-controlled studies in pregnant
women. ZONEGRAN should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.
Labor and Delivery: The effect of ZONEGRAN on labor and
delivery in humans is not known.

Use in Nursing Mothers: It is not known whether zonisamide
is excreted in numan milk. Because many drugs are excreted
in human milk and because of the potential for serious adverse
reactions in nursing infants from zonisamide, a decision should
be made whether to discontinue nursing or to discontinue drug,
taking into account the importance of the drug to the mother.
ZONEGRAN should be used in nursing mothers only if the
benefits outweigh the risks.
Pediarric Use: The safety and effectiveness of ZONEGRAN
in children under age 16 have not been established. Cases
of oligohidrosis ana hyperpyrexia have been reported (see
WARNINGS, Oligohidrosis and Hyperthermia in Pediarric
Patients subsection).
Geriatric Use: Single dose phormacokinetic parameters are
similar in elderly and young healthy volunteers (see CLINI-
CAL PHARMACOLOGY, Special Populations subsection in full
Prescribing Information). Clinical studies of zonisamide did
not include sufficient numbers of subjects aged 65 and over
to determine whether they respond differently from younger
subjects. Other reported clinical experience has not identified
differences in responses between the elderly and younger pa-
tients. In general, dose selection for an elderly patient should
be cautious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal,
or cardiac function, and of concomitant disease or other drug
therapy.

ADVERSE REACTIONS
The most commonly observed adverse events associated with
the use of ZONEGRAN in controlled clinical trials that were
not seen at an equivalent frequency among placebo-treated
patients were somnolence, anorexia, dizziness, headache,
nausea, and agitation/irritability.

In controlled clinical trials, 1 2% of patients receiving ZONE-
GRAN as adjunctive therapy discontinued due to an adverse
event compared to 6% receiving placebo. Approximately 2 1 %
of the 1,336 patients with epilepsy who received ZONEGRAN
in clinical studies discontinued treatment because of an adverse
event. The adverse events most commonly associated with dis-
continuation were somnolence, fatigue and/or ataxia (6%),
anorexia (3%), difficulty concentrating (2%J, difficulty wirn
memory, mental slowing, nausea/vomiting (2%), and weight
loss (1 %). Many of these adverse events were dose-related (see
WARNINGS and PRECAUTIONS).

Adverse Event Incidence in Controlled Clinical Trials: Table 3
lists treatment-emergent adverse events that occurred in at least
2% of patients treated with ZONEGRAN in controlled clinical
trials that were numerically more common in the ZONEGRAN
group. In these studies, either ZONEGRAN or placebo was
added to the patient's current AED therapy. Adverse events
were usually mild or moderate in intensity.

The prescriber should be aware that these figures, obtained
when ZONEGRAN was added to concurrent AED therapy,
cannot be used to predict the frequency of adverse events
in the course of usual medicol practice when patient char-
acteristics and other factors may differ from those prevailing
during clinical studies. Similarly, the cited frequencies cannot
be directly compared with figures obtained from other clinical
investigations involving different treatments, uses, or investiga-
tors. An inspection of these frequencies, however, does provide
the prescriber with one basis by which to estimate the relative
contribution of drug and non-drug factors to the adverse event
incidences in the population studied.

Table 3. Incidence (%) of Treatment-Emergent Adverse Events
in Placebo-Controlled, Add-On Trials (Events that oc-

curred in at least 2% of ZONEGRAN-treated patients
and occurred more frequently in ZONEGRAN-rreated
than placebo-treated patients)

ZONEGRAN (n=269) PLACEBO (n=230)
BODY AS A WHOLE Headache (10%/8%), Abdominal Pain
(6%/3%), Flu Syndrome (4%/3%) DIGESTIVE Anorexia
13%/6%), Nausea (9%/6% , Diarrhea (5%/2%), Dyspepsia

[3%/r/oJ, Constipation (2%/l%), Dry Mouth (2%/l%) HEMA-
TOLOGIS AND LYMPHATIC Ecchymosis (2%/l%) METABOLIC
AND NUTRITIONAL Weight Loss (3%/2%) NERVOUS SYSTEM
Dizziness (13%/7%), Ataxia (6%/l%), Nystagmus [4%/2%j,
Paresthesia (4%/l%) NEUROPSYCHIATRIC AND COGNITIVE
DYSFUNCTION-ALTERED COGNITIVE FUNCTION Confusion
(6%/3%), Difficulty Concentrating (6%/2%, Difficulty with
Memory (6%/2%), Mental Slowing ]4%/2% NEUROPSYCHI-
ATRIC AND COGNITIVE DYSFUNCTION-BEHAVIORAL ABNOR-
MALITIES (NON-PYSCHOSIS-RELATED) Agitation/Irritability
(9%/4%), Depression (6%/3%), Insomnia [6%/3%l Anxiety
[3%/2%, Nervousness (2%/l%) NEUROPSYCHIATRIC AND
COGNITIVE DYSFUNCTION-BEHAVIORAL ABNORMALITIES
(PYSCHOSIS-RELATED) Schizophrenic/Schizophreniform

Behavior (2%/0%) NEUROPSYCHIATRIC AND COGNITIVE
DYSFUNCTION-CNS DEPRESSION Somnolence (17%/7%),
Fatigue (8%/6%), Tiredness [7%/5%\ NEUROPSYCHIATRIC
AND COGNITIVE DYSFUNCTION-SPEECH AND LANGUAGE
ABNORMALITIES Speech Abnormalities (5%/2%), Difficulties
in Verbal Expression (2%/<l%) RESPIRATORY Rhinitis (2%/
1 %) SKIN AND APPENDAGES Rash (3%/2%) SPECIAL SENSES
Diplopia (6%/3%), Taste Perversion (2%/0%)

Other Adverse Events Observed During Clinical Trials: ZONE-
GRAN has been administered to 1,598 individuals during all
clinical trials, only some of which were placebo-controlled.
During these trials, all events were recorded by the investiga-
tors using their own terms. To provide a useful estimate of the
proportion of individuals having adverse events, similar events
have been grouped into a smaller number of standardized cat-
egories using a modified COSTART dictionary. The frequencies
represent the proportion of the 1,598 individuals exposed to
ZONEGRAN who experienced an event on at least one occa-
sion. All events are included except those already listed in the
previous table or discussed in WARNINGS or PRECAUTIONS,
trivial events, those too general to be informative, and those not
reasonably associated with ZONEGRAN.
Events are further classified within each category and listed in
order of decreasing frequency as follows: frequent occurring
in at least 1:100 patient; infrequent occurring in 1:100 to 1:
1000 patients; rare occurring in fewer than 1:1000 patients.

Body as a Whole: Frequent: Accidental injury, asthenia. Infre-
quent: Chest pain, flank pain, malaise, alfergic reaction, face
edema, neck rigidity. Rare: Lupus erythematosus.
Cardiovascular: Infrequent: Palpitation, tachycardia, vascular
insufficiency, hypotension, hypertension, thrombophlebitis,
syncope, bradycardia. Rare: Atrial fibrillation, heart failure,
pulmonary embolus, ventricular extra systoles.
Digestive: Frequent: Vomiting. Infrequent: Flatulence, gingivitis,
gum hyperplasia, gastritis, gastroenteritis, stomatitis, chole-
lithiasis, glossitis, melena, rectal hemorrhage, ulcerative sto-
matitis, gastro-duodenal ulcer, dysphagia, gum hemorrhage.
Rare: Cholangitis. hematemesis, cholecystitis, cholestatic
jaundice, colitis, duodenitis, esophagitis, fecal incontinence,
mouth ulceration.

Hematoloqic and Lymphatic: Infrequent: Leukopenia, anemia,
immunodeficiency, lymphadenopathy. Rare: thrombocytope-
nia, microcytic anemia, petechia.
Metabolic and Nutritional: Infrequent: Peripheral edema,
weight gain, edema, thirst, dehydration. Rare: Hypoglyce-
mia, hyponatremia, lactic dehydrogenase increased, SGOT
increased, SGPT increased.

Musculoskeletal: Infrequent: Leg cramps, myalgia, myasthenia,
arthralgia, arthritis.
Nervous System: Frequent: Tremor, convulsion, abnormal gait,
hyperesthesia, incoordination. Infrequent: Hypertonia, twitch-
ing, abnormal dreams, vertigo, libido decreased, neuropathy,
hyperkinesia, movement disorder, dysarthria, cerebrovascular
accident, hypotonia, peripheral neuritis, parathesia, reflexes
increased. Rare: Circumoral paresthesia, dyskinesia, dystonia,
encephalopathy, facial paralysis, hypokinesia, hyperesthesia,
myoclonus, oculogyric crisis.
Behavioral Abnormalities - Non-Psychosis-Related: Infrequent:
Euphoria.
Respiratory: Frequent: Pharyngitis, cough increased. Infre-
quent: Dyspnea. Rare: Apnea, hemoptysis.
Skin and Appendages: Frequent: Pruritus. Infrequent: Macu-
lopapular rasn, acne, alopecia, dry skin, sweating, eczema,
urticaria, hirsutism, pustular rash, vesiculobullous rash.

Special Senses: Frequent: Amblyopia, tinnitus. Infrequent: Con-
junctivitis, parosmia, deafness, visual field defect, glaucoma.
Rare: Photophobia, iritis.

Urogenital: Infrequent: Urinary frequency, dysuria, urinary
incontinence, hematuria, impotence, urinary retention, urinary
urgency, amenorrhea, polyuria, nocturia. Rare: Albuminuria,
enuresis, bladder pain, bladder calculus, gynecomastia, mas-
titis, menorrhagia.
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