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The most common adverse events included loss of appetite, insomnia, abdominal pain, and
emotional lability.

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 B%chosis. Caution also should be exercised in patients with a history of psychosis.
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" With efﬁéacy 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?*
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Abuse of amphetamines may lead to dependence. 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 MAQO inhibitors. ADDERALL XR should be prescribed with
close physician supervision.
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Refereaces: |, Ambrosini PJ, Lopez FA, Chandler MC, et al. Safety and efficacy of ADDERALL XR in pediatric ADHD: results of an open-label community assessment trial. Poster presented at: [4th
Annual CHADD International Conference; October 17, 2002; Miami Beach, Fla. 2. Spencer T, Biederman J, Wilens T, et al. Pharmacotherapy of attention-deficit hyperactivity disorder across the life cycle.
J Am Acad Child Adolesc Psychiatry:1996;35:409-432. 3. Lopez FA, Ambrosini P), Chandler MC, et al. ADDERALL XR in pediatric ADHD: quality of life measures from an open-label community assessment
trial. Poster presented at: 14th Annual CHADD International Conference; October 17, 2002; Miami Beach, Fia. 4. Lopez FA, Chandler MC, Biederman ), et al. Long-term Adderall XR treatment improves
quality of life in ADHD children. Poster presented at: | 56th Annual Meeting of the American Psychiatric Association; May 21, 2003; San Francisco, Calif.

BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Cll Rx Onty

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.

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
controlied trials of children aged 6 to 12 who met DSM-IV criteria for ADHD, along with extrapolation from the
known efficacy of ADDERALL®, the | of this CONTRAINDICATIONS
Advanced arteriosclerosis, symptomatlc cardiovascular disease, moderate to severe hypertension,

release for

dysphoria, including agitation, and significant lassitude. Usage in Nursing Mothers: Amphetamines are
excreted in human mitk. Mothers taking amphetamines should be advised to refrain from nursing. Pediatrlc
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. Geriatrlc 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 685 participants in clinical trials (615 patients, 70 healthy adult subjects). These participants received
ADDERALL XR® at daily doses up to 30 mg. The 615 patients (ages 6 to 12) were evaluated in two controlled
clinical studies, one open-label clinical study, and one single-dose clinical pharmacology study (N=20). Safety
data on all patients are included in the discussion that follows. Adverse ions were d by coll

adverse events, results of physical examinations, vital signs, weights, laboratory analyses, and ECGs. Adverse
events guring exposure were obtained primarity by general inquiry and recorded by clinical investigators using

hyperthyroidism, known hy itivity or idiosy y to the sympath ic amines, Agitated
states. Patients with a hlstory of drug abuse. Dunng or within 14 days following the administration of
monoamine oxidase inhibitors (hypertensive crises may resuit). WARNINGS Psychosis: Clinical experience
suggests that, in psychotic patients, administration of amphetamine may exacerbate symptoms of behavior
disturbance and thought disorder. Long-Term Suppmslon of Growth: Data are inadequate to determine
whether chronic use of in children, i may be cavsally associated with
suppression of growth. Theretore, growth should be menitored

termi of their own ch ly, 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 assoclated with discontinuation of treatment: In two placebo-controlled studies of up to
5 weeks duration, 2.4% (10/425) of ADDERALL XR® treated

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

“ONE DOSE DAILY

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 discontinuatlon of ADDERALL XR®
in controlied and uncontrolled, multiple-dose clinical trials (N=595)

Cardiovascular Conditions: Caution is to be exercised in
prescribing amphstamines for patients with even mild hypertension
(see CONTRAINDICATIONS). Blood pressure and pulse should be
monitored at appropriate intervals in patients taking

AVSI® RALL XR

are presented below. Over half of these patients were exposed to
ADDERALL XR® for 12 months or more.

@

ADDERALL XR®, especially patients with hypertension. Tics:
Amphetaminss have been reported to exacerbate motor and phonic
tics and Tourette’s syndrome. Therefore, clinlcal evaluation for tics
and Tourette’s syndrome in children and their families should
preceds use of stimulant medications. Information for Patients:

Adverse event Y ignts discontinying (N=:
§mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES | Anorexi (loss of appetite) 2.9
(Mixed Salts of a Single-Entity Amphetamine Product) st““hz“la :Z
Dextroamphetamine Sulfate Dextroamphetamine Saccharate E ergﬁ nolsls bil 1‘0
Amphetamine Aspartate Monohydrate  Amphetamine Sulfate Emo onal abiity 07

Amphetamines may impair the ability of the patient to engage in
potentlally hazardous activities such as operating machlnery or vehlcles the patient should therefore be

ly. Drug Acidifying agents—Gastroi idifying agents
reserpine, qlutamlc acrd HCI, ascorbic acid, etc.) lower ption of i Urinary acidifying
agents—These agents (ammonium chloride, sodium acid phosphate etc.} increase the concentration of the
ionized species of the h i thereby i g urinary ion. Both groups of agents
lower blood levels and efficacy of A gic blockers—A gic blockers are inhibited by

amphetamines. Alkalinizing agents—Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase
absorption of amphetamines. Co-administration of ADDERALL XR® and gastrointestinal alkalinizing agents,
such as antacids, should be avoided. Urinary alkalinizing agents (acetazolamide, some thiazides) increase the
concentration of the non-ionized species of the amphetamine molecule, thereby decreasing urinary excretion.

Adverse events occurring in & controlled trial: Adverse events reported in a 3-week clinical trial of pediatric
patients treated with ADDERALL XR® or placebo are presented in the table 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
trlals Slmllarly, the cited frequencies cannot be compared with figures obtained from ather clinical

g different uses, and i igators. The cited figures, however, do provide
the prescribing phystcran 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 Patlents Recaiving ADDERALL XR® with Higher
Incidence Than on Placebe in a 534 Patient Clinical Study

Bottl groups of agents ingrease bloop levels and therefore pote_ntrate the _actlons otl amphetamines. Body System Preferred Term ADDERALL XR® (N=374) | Placebo (N=210)
Antidepressants, tricyclio—Amphetamines may enhance the activity of tricyclic antidepressants or General ‘Abdominal Pain (stomachache) | 14% 10%
agents; d ine with or protriptyline and possibly other tncycllcs Accidental njury 2%, 2%,
cause striking and i in the of d-amphetamine in the brain; Asthenia (fatigue) 2% 0%
effects can be potenti MAQ i MAOI D , as well as a ite of Fever 5% 2%,
slow amphetamlne metabolism. This slowing potentiates amphetammes increasing their effect on the release Infection 4% 2%
of norepinephring and other monoamines from adrenergic nerve endings; this can cause headaches and other Viral Infection 2% 0%
signs of hypertensive crisis. A variety of toxic neurologlcal effects and malignant hyperpyrexia can occur, Digestive System Loss of Appetite 20% 2%
sometlmes with fatal results. may the sedative effect of Diarrhea 29, 1%
Antihypertensives—A it may ize the hyp effects of Dyspepsia 2% 1%
antihypertensives, Chlorpramazlne—ChIorpromazme blocks dopamine and norepinephrine receptors thus Nausea 5% 3%
inhibiting the central stimulant effects of amphetamines, and can be used to treat Vomiting 7% 4%
ines may delay intestinal absorption of ethosuximide. Ha/apendal—HanpendoI Nervous System Dizziness 2% 0%
blocks d ine receptors, thus inhibiting the central stimulant effects of amphetamines. Lithium Emotional Lability 9% 2%
carbonate—The anorectlc and strmulatory effects of amphetamines may be inhibited by lithium carbonate. Insomnia 17% 2%
p p the analgesic effect of meperidine. Methenamine therapy—Urinary Nervousness 8% 2%
of amp ines is i , and efficacy is reduced, by acidifying agents used |n methenamlne Metabolic/Nutritional | Weight Loss 4% 0%
therapy. Noreplnephnne—Amphetammes enhance the adrenergic effect of norepinephrine. P/ b
Amphetamines may delay intestinal absorptron of phenobarbital; co-administration of phenobarbital may The following adverse reactions have been with amph use; C

tachycardia, elevation of blood pressure. There have been isolated reports of cardromycpathy assoclated with
i atr ded doses,

produce a synergistic I action. Pheny s may delay i absorption of
phenytoin; oo~adm\mstrahon of phenytoin may producea ynergist sant action. Pr iph chronic amg use. Cen\ral Nervous System. Psych
In cases of propoxyphene averdosage, CNS stimulation is p and fatal Isions can OV ! euphoria,

dysphoria, tremor, headache,

oceur. Veratrum alkaloids—Amphetamines inhibit the hypotenswe effect of veratrum alkalmds

exacerbation of motor and phonic tics and Tourette's syndrome. Gastrointestinal: Dryness of the mouth,
taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia and weight loss may

Drug/Li y Tast can cause a significant el in plasma corti

levels. This increase is greatest in the evening. Amphetamines may interfere with urinary steroid
determinations. Carcinogenes!s/Mutagenesis and Impalrmant 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 for 2 years at doses of up to 30 mg/kg/day in male mice, 18 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 on a mg/m* body surface area basis. Amphetamine, in
the enantiomer ratio present in ADDERALL® (immediate-release}(d- to |- 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 and chr | 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 5 times the

occur as undesirable effects. Allergic: Urticaria. Endocrine: Impotence, changes in libido. DRUG ABUSE AND
DEPENDENCE ADDERALL XR® is a It ines have been I
abused. Tol extreme psych 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. i ions of chronic intoxication with ines may includs severs
dermatoses, marked i irritability, hyp ity, and personality changes. The most severe
manifestation of chronic intoxication is psychosis, often clinically indistinguishable from schizophrenia.
OVERDOSAGE |Individual patient resp to varies widely. Toxic symptoms may occur
idiosyncratically at low doses. Symptoms:; Mamfestatlons of acute overdosage with amphetamines include
restlessness, tremor, hyperreflexia, rapid i , hallucinations, panic states,
hyperpyrexia and rhabdomyolysis. Fatigue and depression usually follow the central nervous system
stimulation. Cardiovascular effects include arrhythmias, hypertension or hypotension and circulatory collapse.

maximum recommended human dese of 30 mg/day on a mg/m? body surface area basis). Preg

Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to |- ratie of 3:1), had
no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the peried of organogenesis at doses of up to 6 and 16 mg/kg/day,
respactively. These doses are approximately 1.5 and 8 times, r i the i r human
dose of 30 mg/day 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 the
maximum recommended human dose of 30 mg/day 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 amphetamme (d- or d,l-), at doses similar to those
used clinically, can result in long-term nd b i Reported b ioral 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 ital bony

Gastroi ymp! include nausea, vomiting, diarrhea, and abdominal cramps. Fatal poisoning is
usually preceded by convulsions and coma. Treatment: Consult wnh a Certitied Poison Controt Genter for up-
to-date guidance and advice. of acute h is largely ic and
includes gastric lavage, administration of activated charcoal, administration of a cathartic and sedation.
Experience with hemodialysis or peritoneal dialysis is inad to permit ion in this regard.
Acidification of the urine increases amphetamine excretion, but is believed to increase r|sk of acute renal
failure if myoglobinuria is present. If acute severe hypertension li
administration of intravenous phentolamine has been suggested. However, a gradual drop in blood pressure
erI usually result when sufficient sedation has been achieved. Chiorpl izes the central
effects of ines and can be used to treat ing i The p ged 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 Temperaturej. Manutactured by OSM

deformity, tracheo-esophageat fistula, and ana! 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. Monteratogenic
Effects: Infants born to mothers dependent on amphetamines have an increased risk of premature delivery
and low birth weight. Also, these infants may experience symp! of wil as d d by
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Author Guidelines

Introduction

CNS Spectrums is an Index Medicus journal that publishes
original scientific literature and reviews on a wide variety
of neuroscientific topics of interest to the clinician on
a monthly basis. OQur mission is to provide physicians
with an editorial package that will enhance and increase
their understanding of neuropsychiatry; therefore, manu-
scripts that address crossover issues between neurology and
psychiatry will be given immediate priority.

Scope of Manuscripts
CNS Spectrums will consider and encourages the follow-
ing types of articles for publication:

Original Research presents methodologically sound
original data.

Reviews are comprehensive articles summarizing and
synthesizing the literature on various neuropsychiatric
topics and presented in a scholarly and clinically relevant
fashion. Diagnostic and treatment algorithms should be
designed to aid the clinician in diagnosis and treatment.

Case Reports, single or multiple, are encouraged for
publication.

Letters to the Editor will be considered and are encour-
aged for publication. All letters will be edited for style,
clarity, and length.

Manuscript Submission

General Information Two copies of the manuscript with
a letter on the author’s letterhead should be submitted
to Jack M. Gorman, MD, Editor (or, in Europe, to
Joseph Zohar, MD, International Editor), c/o MBL
Communications, 333 Hudson Street, 7th Floor, New
York, NY 10013. Authors are also required to submit their
manuscripts on computer disk in Microsoft Word format.
Disks should be labeled with the word processing program,
title of paper, and lead author’s name. Accepted manu-
scripts will be edited for clarity and style.

Letters of Permission to Reproduce Previously Published

"Material All material reproduced from previously pub-
lished copyrighted material must be accompanied by a
letter of permission from the copyright holder. All such
material should include a full credit line (eg, in the figure
or table legend) acknowledging the original source. Any
citation of unpublished material or personal communica-
tion should also be accompanied by a letter of permission
for anyone who is not an author of the paper.

Peer Review Authors must provide three to five names
of qualified potential reviewers with no conflict of
interest in reviewing the work. Contact information
with affiliations and e-mail address should be included.
Peer review is anonymous.

Manuscript Preparation ,

Length Reviews and Original Research should not
exceed 5,000 words (excluding References). Diagnostic
and treatment algorithms should contain an introduc-
tion, flowcharts or a series of graphs, and a concise
summary. Letters should not exceed 1,500 words. Single

Case Reports should not exceed 3,750 words and may be
submitted with a photograph, if applicable.

Please note: If your article is Original Research, it should
be formatted as: Abstract (100-200 words); Introduction,
Methods; Findings; Discussion; Conclusion; References
(numbered and comprehensive list).

Spacing and Pagination One space should be left after
commas and periods. Manuscripts should be double-
spaced and numbered.

Abstract Authors must provide a brief abstract of
100-200 words.

Focus Points Please provide three to six points that
dictate the main focus of the manuscript and clearly
illustrates what you are trying to convey in the article.

Figures/Tables Please provide original figures and/or
tables if content is amenable to it.

References Please use American Medical Association

style. References should be superscripted in text, then

numbered, and comprehensive in list. See the following

examples:

1. Jones . Necrotizing Candida esophagitis. JAMA. 1980;244:2190-2191.

2. Stryer L. Biochemistry. 2nd ed. San Francisco, Calif: WH Freeman
Coj; 1980:559-596.

3. Alzheimer’s Disease Cooperative Study. Valproate protocal. Available
at: http:/fadcs.ucsd.edu/V'P_Protocol.htm. Accessed October 15, 2003.

Continuing Medical Education Authors must submit six
multiple-choice questions (three Type A and three Type
K), with answers.

Copyright Materials are accepted for exclusive publi-
cation in CNS Spectrums and become the property of
CNS Spectrums. Permission to reproduce material must be
obtained from the publisher.

Disclosure of Commercial and

Non-Commetcial Interests

Authors must include a statement about all forms of
support, including grant and pharmaceutical support,
affiliations, and honoraria received for past and present
material. Such information may, at the editor’s discretion,
be shared with reviewers. If the article is accepted for
publication, the editors will consult with the authors
as to whether this information should be included in the
published paper.

Submission Checklist

(] Original manuscript plus one copy, with cover letter on
author’s letterhead

[J Copies of permission letters to reproduce previously
published and unpublished material

[J A brief abstract of the article

[ Six CME multiple-choice questions with answers

[ Three to six focus points

O Disk labeled with the word processing program, title of
paper, and lead authot’s name

[0 Names and affiliations of three to five potential peer
reviewers
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BRIEF SUMMARY of PRESCRIBING INFORMATION
INDICATIONS AND USAGE: Bipolar Manla: SEROQUEL is indicated for the short-term treatment of acute manic
episodes associated with bipolar | disarder, as either monotherapy or adjunct therapy to lithium or divalproex. The
efficacy of SEROQUEL in acute bipolar mania was established in twa 3-week monotherapy trials and one 3-week
ad|unc1 therapy trial of hlpolar | patients | mmally hospitalized for up to 7 days fer acute mania. Effectiveness for
i 3 weeks has ot heen sy Ivatet in cinica trials. Therefore, the phy dysman who elects 10 use
SEROOUEL for extanrted periods should nodwalry re-gvaluate the long-term risks and benefits of the drug for
the Individual patiet, Schizophrenta; SEROQUEL isindicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizophrenia was established in short-term ‘@week) controlled tnals of schizophrenic inpatients.,
The effectivengss of SEROQUEL in long-term use, that s, for more than 6 weeks, has not been systematically
evaluated in contralled trials. Therefore, the rhysmlan 'who elects 1o use SEROOUEL for extended periods should
pariodicaly re-gvaiuate the long-term usefuiness of the drug for the individual patient.

CONTRAINDICATIONS: SEROGLEL is contraindicated in individuzls with a known hypersensitivity to this medica-
tion or any of its ingredlents.
WARNINGS: Neuroteptic Malignani s“momo {NMS): A potentially fatal symptom complex sometimes referred to
as Neuraleptic Malignant S{ irome (NMS) has been reparted in association with administration of antipsychetic
dru 5, inctuding SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
IMS are hyperpyrexda, muscls rigdiy, aered mental status, and evidence of autonamic istabilfty (irrequiar pulse
ar blood pressure, tachycardia, diaphoresis, and cardiac dysrhytnmlaR Additional signs may include elevated crea-
hosphokinase, myoglobinuria {rhabdomyolysis) and acute renal faiture. The diagnostic evaluation of patients
with this syndrome s complicated. In ariving at a diagnosis, t s important to exclide cases where the clinical pre-
sentation includes both serious medical iiness (e.g., Eneumoma systemic infection, etc.) ang untreated of inade-
ualely treated extrapyramidal signs and symptoms (EPS). Gther important considerations n he diferental d«ag
nosis include cantral anticholinergi toxiciy,
pathology. The management of NMS shoul include: 1) immediate discontinuation of antipsychatic drugs and other
drugs not essential to cuncurmﬂ therapy, 2) |ntenswe symptomam treatment and medical monitoring; and 3) treat-
any concomitant sl for which specific treatments are avallable. There.is no general
agreement about specific pharmacu(oalcal treatmem regimens for NMS. If a patient requires antipsychotic drug
treatment after recovery from NMS, the potental reintroduction of drug therapy should be carefully considered. The
should be carefully moritored since recarrences of NMS bave been reported. Tandive Dyskinesia: A syn-
drome of potentiall imeversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotlc druo; Athough the prevalence of the syndrome appears to be highest among the elderly, especially elderly
wornen, it |rnpussmle 10 rely upon prevalence esllrnales to predict, at the inception of antipsychotic reatment,
‘which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause wdlve dyskinesia s unknown. Yne nsk of developing tardive dyskinesia and the hkelwhood thatit ‘f;]l“ begome
re antipsychotic ruos
administared to the patient increase. However, the syndrome can develap, although much tess commonly, after ref-
atvely brisf treatment periods atlow doses. Thereis no known treatment for established cases of tardive dyskinesia,
athough the syndrome may remit, partally or completely, f antipsychatic treatment is withdrawn. Artipsychotic
reatment, tsef, however, may suppress (or namally setrnressi the signs and symptoms of the syndrome and there-
by may possibly mask the underlyln% process. Tt at symptomatic suppression has upon the long-term
course of the syndrome is unknown. Given these oonsheratlons SEROQUEL should be prescribed in a manner that
s most ikely to minimize the occurrence of tardive dyskinesia, Chronic antipsychotic treatment should ﬁenerally be
reserved for natients who appear to suffer from a chranic iiness that (1) is known to respond to antipsychatic drugs,
12) for whor atternative, equally effective, but potentially less harmfut treatments are ot available or appropri-
In patients who do require chranic reatment, the smallest dose and the shortest duration of treatment produc-
iory asatistactory clnicalrespanse should be sought, The need for continued treatment should be reassessed peri-
caly. I signs and symptoms oftardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
be considered, However, some patients may require treaiment with SERGOUEL despite the presence of the syn-
drome. Kyperglycemia and Oiabates Mellitus: Hyperglycemia, in some cases extreme and associated with ketoaci-
dosis or hyperosmolar coma or death, has been reported in patients treated with atypical antipsychofics, inciuding
SEROQUEL, Assessment of the relaﬂonshlp between atypical a agsychonc use and glucose abnasmalfies is ccm
pllcated byme possibilty of an increased background risk of diabetes melltus in patients with

heat strake, drug fever and primary central nervous system (CNS) SEROQUEL
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in cardiac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SERGOUEL. Orthostatic Hypatension: Patients should he
advised of the risk of orthostatic hypotension, especlallly during the 3-5 day period of inftial dose titration, and aiso
attimes of re-initiating treatment o increases in dose. interfarance with Cognitive and Motor Pertormance: Since
somnolence was a commonly reported adverse event associated with SEROQUEL treatment, patients shoufd be
advisad of the risk of somnalence, especially during the 3-5 day period of iitil dose ttration. Patients should be
cautioned about performing any activity requiring mental aleriness, such as operalmg a motor vehicle (including
automabiles) or operating hazardous machinery, unti they are reasonabw certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients should be amlsed not o breast feed if they are taking
ERCQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they ] taking, or plan fo take, any prescription or over-te-counter drugs. Alcohol: Patients shiould be
advisedto RO Expasure and Denydmlun Patients
should be auwsed regarding appropriate care in avoiding ovemeatmg and detydration, Laboratory Tests: No spe-
ofic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in comblnatlon vithoter
drugs have not been extensively evaluated in systematic studies. Given the pnmay CNS effects of St EL, cau-
tion should be used when it is taken in combination with other centralty acmg rugs. SEROQUEL putennated the
cognitive and motor effects of alcool in a clinical tria in subjects with selected psychatic disorders, and alcoholic
beverages shouid be avoided while taking SEROQUEL. Because of its potentialfor inducing hypotension, SEROQUEL
‘may enhance the effects of certain anthypertensive agents. SEROQUEL ma% antagonize the effects of levodopa and
Gopamine agonists. The Efféct of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiapine 5250 my
tid) and phenytoin (100 mg fid) increased the mean oral clearance of quetiaping by 5-fold. Increased doses of
may be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (¢., caramazepine, barbiturates, ritampin, glucacorticoids). Caution
should be taken if phenytoin is withdrawn and replaced with a non-inducer (8.9, valproate). Divalproex:
Coadminisiration of guetiaping (150 mg bic) 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 mg bid) increased the oral clearance of quetiapine (300 my hid) by 68%.
Cimetidine; Administration of mutple daiy dases of cimefidine (400 g tid for 4 days) resutied in 2 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiaping is not required when it is
gven with cimetidine. P450 34 Inhibitors: Coadministration of ketocanazole (200 mr once daily for 4 days), a potent
inhibitor of cytochrome P450 34, reduced oral clearance of quetiapine by 84%, resulting in a 335% 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,, itraconazole, fluconazole, and erythromiycin). Fitoxetine,
Imipramine, Haloperidol, and Risperidone: Coagministaton of luoxetine 860 mg once daity); imipramine (75 mg
bid), haloperidal (7.5 mg bid), or risperidons (3 my bid) with quetiapine (300 g bid) did not ater the steady-state
pharmacakinetics of quetiapine. Effect of Quetiapine on Other Drugs: Lorazapam: The mean oral clearance of
lorazepam (2 g, single dose) was reduced by 20% In the presence of quetiapine adrinistered as 250 my fid dos-
ing, Divalproex: The mean maximum concentration and extent of absorption of total and fre vaiproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiagine (150 mg bid).
The s total valproic acid (admini as divalproex 500 mg bid) was increased by 11% Inthe
oresence of quetiapine (150 mg bid). The changes were not significant. Lithium: Goncomitant acministration of que-
tiagine (250 mg tid) with ithium had no effect an any of the steady-state pharmacokinetic parameters of fthium.
Antipyrine: Administration of muttiple oaily doss up to 750 mg/day (on a tid schedule) of quetiagine to subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyring or urinary recovery
of antipyrine metaboiites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytachrome P450 mediated metabolism of antipyrine. Carcinoganesis, Mutagenesls, Impairment
of Fertifly: Carcinoenesis: Carcinogenicy studies were conducted in C57BL micg and ‘Aistar rats. Quetiapine was
administered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75,
and 250 mg/kg for two years. These doses are equrvalem 100.1,05, 1.5, and 45 times the maximum human dose
800 mglday) n a mg/m? basis (mice) or 0.3, 0.9, and 3.0 ‘imes the masimum human dose on a mg/me besis

the Increasin incidence of diabetes melltus in the general popuiation. Given these confounders, the relanonsh (f
etween atypical antipsychotic se and hyperglycemia-related adverse events is not completely understoo

Hmvm epidemiological studiss Suggest an increased risk of treatment-emergent hypenglycemia-related adverse

events in patients treated with the atypica) antipsychotics. Precise risk estimates for hypernlycerma -related advedrse

rats} There significant increases in thyroid gland follicular adenamas in mafe mice at doses of 250
and 750 miykg 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
mkg or 3.0 times the maximum human dose o a m/me biasis. Mammary gland adenqcarcinomas wers statist-
cally significantl increased in female rats atal doses fested (25, 75, and 250 m/kg or 0.3, 0., and 3.0 times the
mmmum recommended human dose on a mg/m2 basis). Thyraid follicular cell adenomas may have resuted from
lation of the thyroid gland by thyroid stimulating hormone (TSH) resutting from enhanced metabofism

events in patients treated with atypical anﬂrsychotlcs are not available. Patients with an
betes metftus who are started on alypical mlpsrchnbcs should be monitored regularl/ for worsenlnq of glucose
control, Patiants with risk factors for diabetes melitus (eg, obesny Jamily history of diabetes) who are starting treat-
ment with atypical antipsychotics should undergo Tasting blood glucose testing at the beginning of treatment and
periodically during treatment. Any patient treated with atypical amlEsychoncs should be manitored for symptoms of

rglycemia including palydlps«a polyuria, polyphagia, and weakness. Patients who develop symptoms of fyper-

mia during treatment with atypical armasychoncs ‘should undergo fasting blood glucose testing. In some cases,
gyperulycemla has resolved when the atypical anti n:Ycho ic was discontinued; however, some patients reqmred
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

PNECAIJHONS ral: Orthostatlc Hypotension: SEROQUEL may induce arhostatic hypatension associated
with dizi rdia and, in some patients, syncope, especially during the iniial dose-titration period, prob-
ahly reﬂmnso its ay-adrengrgic antagonist propertis. Syncope was reported in 1% (23/2567) of the patients
OQUEL, compared with 0% {0/607} an placebo and about 0.4% (2/527) an active cantrol drugs.
SEROQUEL should be used with pamcuiar caution in patients with known canilwascular disease (history of
myocardialinfarction or ischemic heart disease, hieart faflure or conduction abnormafties), cerebrovascular dlsease
or conditions which would pramsnose patients to hypotension (dehydration, hypovolemia and treatment with ant
riensive medications). The risk of orthostatic hy&mensmn and syncope may be minimized by limiting the ini-
Hal dose to 25 mg bid.If hypotension occurs dunnn ration to the target dose, a return to the previous dose in the
tiration scheule is appropriate, Gataracts: Tha nTa of catarscis was observed |n association with quu-
tiaging iraatment n chronis dog studies (see Anlmal mlow n Pmcﬂlllnn Information). Lans chai ml|
alse boen observed in gtllmh turing long-term SEROQU nt, but 2 causal relationship to SE oquL
use has not been sstablished. Neverthelass, the poulhlllly of Iomicuhr changss cannot e excluded ai this
time. Thlrtiurl mmlnmlnn ol me fons by methods ‘adequata 1o detect catarac formation, such as sl lamp
xam or othe) liive methods, s recommended at Initation of treaiment or shorlly thersafter,
and 8t § mnnm m h dlmnl: freatment. Seizures: During clinical trials, seizures occurred in 0.6%
{18/2792) of patients treawd w SEROQUEL compared to 0.2% (14 7J on placebo and 0.7% {4/527) on active
control drugs, A with other antipsychotics SEROQUEL should be used cautiously in patients with a history of
seizures or with conitions that gotemialh/ lower the seizure threshold, e.q., Alzheimer's dementia. Condtions that
Inwenhe saizure threshold may be more prevalent in 2 populaﬂonofSSyears or older. Hypothyroidissm: Clinical fri-
with SEROQUEL demonstrated a dose-related decrease in total and free thyroxing (T: Lm approximately 20% at
|1l her end of the therapeutic dose range and was maxical in the first two to four weeks of treatment and main-
without adagtatlon Or progression during more chranic therap_}/ Generaly, these changes were of no chinical
s nlﬁcanceandT H was unchanged in most panems and levels of TBG were unchanged, In nearly all cases, ces-
saﬂon of SERQQUEL treatment was associated with a reversal of the effects on totaf and free T4, inespective of the
duration of treatment, About 0.4% gmm) of SERUOUEL panems did expenence TSH increases in monathera-
py studies. Six of the patients with TSH increases needed replacement thyraid treatment. In the mania agjunct stud-
195, where SEROQUEL was added to ithium or divalproate, 12% (24/196) of SEROOUEL freated patients compared
10 7% (1 5/203%01 placebo treated rmsms had elevated TSH lovels. Of the SEROQUEL treated patients with elevat-
#d TSH levels, 3 had simuitaneous low free T4 levels. Cholesterol and Triglycaride Elevations: In schlznphrema -
als SEROOUEL treated patients had increases from baseline in cholesterol and trigiyceride of 11% and 17%,
ectively, commred 1o slight decreass for placabo patisnts. These changes were only weakly related to the
mcveases i weight observed in SEROQUEL-treated patients. Hyperprolactinemla: Althou%h an elevation of pro-
factin levels was not demonstrated in clinical rials with SEROQUEL, increased prolactin levels were observed in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue culture experiments indicat that approximately one-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, Athough disturbances such as galactorrtea, amenorrhea, urneco
mastia, and impotence have been reported with prolactin-elevating compounds, the clinical significance of elevated

serum prolactin levels s unknown for mast patients. Nefther clinical studies nor epidemiologic studies conduct
to date have shown an association between chronic administration of this class of drugs and tumorigenesis in
humans; the avaitable evidence is considsred too fimited to be conclusive at this time. Transaminase Efsvations:
scgmnrtomatic transient and reversible elevations in serum transaminases (primarily ALT) have been reported. In
izophvena trials, the proportions of patients with transaminase elevations of > 3 times the upper limits of the
normal reference range in a pool of 3- o 6-week placeba-controlled trials were approximately 6% for SEROQUEL
compared to 1% for placebo. In acute bipolar mania trials, the proportions of patients with transaminase elevations
of > 31imes the upper limits of the normal refersnce range in a pool of 3- to 12-week placebo-controlied trials were
approximately 1% for both SEROQUEL and placebo. These hepatic enzyme slevations usually occurred within the
first 3 weeks of drug treatment and rrompﬂy retumed to pre-study levels with angoing treatment with SEROQUEL.
Potental for Cognitive and Motor lmpalrment: Somnolence was a commony réported adverse event reported in
patients treated with SEROQUEL especially during the 3-5 day period of initial dose-titration. In schizophrenia trials,
somnolence was reported in 16% of patients on SEROQUEL compared to 1% of placebo patients. In acute bino-
lar mania trials using SEROQUEL as monatherapy, somnolence was regorted in 16% of patients on SEROQUEL
cormpared to 4% of gla,:ebo patients. [n acute bip a maniatralg using SEROQUEL a5 adjunct therapy, somnolence
was raported in 34% of patients on SEROQUEL compared to 9% of rlaceho patients. Since SEROGRIEL has the
potential to impair judgment, thinking, or motor skdls, patients should he cautioned about performing activiies
requiring mental alertness, such as operating a motor vehicke (including auwmohnss) ar gperating hazardous
machingry unti they are reasonaby certain that SEROGUEL therapy does not affect them adversely. Priaplsm: One
¢asa of priapism in a patient recefving SEROQUEL has been reported prior to market infroduction. While a causal
relationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic blocking effects have
been reported to induce priapism, and it is possible that SEROQUEL may share this capacity. Severe priapism may
Tequire surgicat intsrvention. Bady Temperature Reguletlon: Although not reported with SEROQUEL, disruption
of the body’s ability o reduce core bod femperaturs has been attributed to antipsychotic agents. Appropriate
car is advisad when prescribing SEROQUEL for patients who will be experiencing conditions which may can-
tribute to an elevation in core body temperaturs, e.g., exercising strénuously, exposure to extreme heat, receiv-
ing concomitant medication with antichalinergic activiy, or being subject to dehydration, Dysphaga: Esophageal
dysmoifty and aspiration have been associated with antipsychotic drug use. Aspiration preumonia is a common
cause of morbidity and mortalty in elderly patients, in particular thase with advanced Alzheimer's dementia.
SEROQUEL and other antipsyuhotic drugs should be used cautiously in patients at isk for aspiration preamonia,
Sulcide: The possibilty of a sulcide attempt is inherent in bipolar disgrder and schizophrenia: close supervision of
high risk patients should accom; ngany drug therapy. Prescriptions for SEROQUEL should be written for the smallest
quantity of taplets consistent wi ?uod patient managemem in order to reduce the risk of overdose, Use in Patients
with Concomitant linass: Clinical experience with SEROQUEL in patients with cerain concomitant systemic il-
iesses islimited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent his-
tory of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
keting cfinical studies. Because of the risk of orthostatic hypotension with SERGQUEL, caution shoukt be observed

and clegrance of thyroxine by mdsnt liver. Chanues in TSH, thyroxine, and Ihyn)xme clearance consistent with this
mechanism were observed in subchronic toxicity studies in rat and mouse and ina 1-year toxiciy Study n rat; how-
ever, the results of these studies were not definitive. The relevance of the increases in thyroid folicular cell adeno-
mas to human risk, thraugh whatever mechanisin, is unknown. Antipsychotic drugs have been shown to chranically
elevate prolactin levels in rodents. Serum measurements in a 1-yr toxiity study showed that quetiapine increased
median serum prolactin ievels a maximum of 32- and 13-fold in male and female rats, respectively. ncreases in
mammary neoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
%hand tumers in rat to human risk is unknown {ses Hyperprolactinemia in PRECAUTIONS, General). Mutaganaste:
6 mutagenic potential of quetlaplne was tested in six in vitro bacterial gene mutation assays and in an in vitro
mammalian gené mutation assay in Chinese Hamster Ovary cells. However, sufficienty high concentrations af que-
tiapine may not have besn used for all tester strains. Quetiapine did produce a reproducible increase in mutations in
ong Salmonela fyphimurium tester sirain i the presence of metabolic activation, No evidence of castogenic poten-
ial was obtained in an i vitre chromosomal aberration assay in cultured human lymphocytes or in the 2 vive
micronucleus assay in rats. Impaimeat of Fertifity: nueuagme decreasad mating and fertity in male Sprague-
Dawiey tats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 tmes the maximum human dosa on a mg/m2 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 ebserved at 150 mg/kg even after a two-waek period without treatment.
The nc-effect dose for impaired mating and fortily in maie rats was 25 mg/kg, or 0.3 times the maximum human
dose on amp/m? basis, Quetiapine adversely affected mating and fertity in female Sprague-Dawley rats at an oral
dase of 50 mgykg, or 0.6 times the maximum human dose on a my/m? bass. Drugrrelated effects Included decreas-
es in matings and in matings resufting in pr nancz and an increase in the interval to mate. An increase in irregu-
lar estrus cycles was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on a
my/m? basis. The no-effect dosg i female rats was 1 my/kg, or 0.01 times the maximum human dose on a mg/m?
basis. Pragnancy: Pragnanty cmgmyc The teratogenic potential of quetiapine was studied in Wistar rats and
Dutch Belted rabbits dosed during the period of organogenesis. No evidence of ateratogenic sfect was detected in
rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on 3 mg/me basis or in rabbits at
2510 100 m/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis, There was, however, evidence of
embryo/feta toxicity. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and 200 my/kg
{0.6.and 2.4 times the maximum human dose on a mg/m basis) and in rabbils at 50 and 100 my/kg {1.2 and 24
times the maximum human dose o & mg/m2 basis). Fetal body weight was reduced in ratfetuses at 200 m g
and rabbit fetuses at 100 mg/kg (2.4 times the maxmum human dose on a mg/m basis for both species).
was an increased incidence of a minor soft tissue anomaly {carpalitarsal flexure) in rabbit fetuses at a duse
af 1 the maximum human dose on & mg/im? basis). Evidence of maternal oy (ie., decreast
in body weight gain and/or death) was observed at the high dose in the rat study and at alldoses in the rabbit study.
1na per/postnatal reproductive study In rats, no drug-related effects were observed at doses of 1, 10, and 20 mgg
or 0.01, 0.12, and 0.24 times the maximum human dose on a mg/m? basis. However, in & prehrnmary peripostra-
tal s1udy, there were increases in fetal and pup deam ang decreases in mean iter weight at 150 mgkg, or 3.0 imes
the maximum human d amg/m2basis. dequate and well-controlled studies in pregnant women
and quetiapine should be used during nr(s)s&nancy only if the pmermal Denefit justifies the potentil risk to the fetus.
Labor and Delivery: The effect of SERCQUEL on labor and delivery in humans is unknown. Nursing Mothers:
SEROQUEL was excrated in milk of treated animals during Jactation. It is not known if SEROQUEL is excreted in
human milk. it is recommended that wormen receiving SEROQUEL should not breast feed. Padiatrc Use: The safe-
ty and effectiveness of SEROQUEL in pediatric Igements have not been established. Gerlatric Use: Of the approxi-
mately 3400 patients in clinical Studies with SEROQUEL, 7% fSZ) were 65 years of age or over. In general, there
was no indication of any different tolerabilty of SEROQUEL in the eldery compared tozgunaer adults. Nevertheless,
the presence of factors that might decrease pharmacokinetic clearance, increase the pharmacadynamic response to

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

fitration, and carefut 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 rial database for SEROQUEL consisting of
aver 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposedto  or
more doses of SEROQUEL for the tmtrnenl of schizephrenia. Of these approximately 3000 subjects, approximate-
Iy 2700 (2300 in schizophrenia and 405 n acute bipolar mania) were patients who participated in mulple dose
effeciveness trals, and theic expenenoe corresponded to approximately 914.3 patient-years, The conditions and
duration of treatment with SERGQUEL varied greatly and included (in overiapping categries) open-abel and dou-

bie-blind phases of studies, inpatients and outpatients, fiked-dose and dose-ttration studies, and short-term or
longer-term exposure. Adverse reactions were assessed by colleting adverse events, results of physical examina-

tions, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse events
dunnu exposure were obtained by gensral inquiry and recorded by efinical investigatars using terminalogy of their
own choasing. Consequantly, 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 tabulations that follow, standard COSTART terminology has been used to classi-

fy reported adverse events. The stated frequencies of adverse events represent the preportion of individuals who
experienced, at least once, a treatment-smergent adverse event of the type listed. An event was considered treat-

ment emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.

Adverse Flndings Observed In Short-Term, Controlled Trials: Adverss Evenis Associaled with Discontinuation of
Treatment in Shon-Term, Placebo-Controlled Trials: Acute Bipolar Mania: Overall, discontinuations due to
adverse events ware 5.7 % for SEROQUEL vs. 51% for placebo in monatherapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. SchIWnnla: Overall, there was little difference in the incidence of discontinuation
due to adverse events (4% for SERCQUEL vs. 3% for placebo) in & pool of controfled trials. However, discontinua-

tions due to somnolence and hypotension were considered to be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for 1plac{s{w Adversa Events OccurfIng 2t an Incidence of
1% or More Among SEROGUEL Treated Patients in Short-Term, Piacebo-Controllad Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot be used o predict the incidence of side effects in the
course of usual meaical practice where patient characteristics and other actors difer from those that prevailed in
the clinical rials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical inves-
tigations involving difterent treatments, uses, and investigators. The cited figures, however, do provide the pre-
scribing physician with some basis for esﬂmallng the relative contribution of drug and nondrug factars to the side
effect incidence in the population studied. The Tollowing treatment- eme?em adverge experiences ocourred during
acute therapg of schizophrenia (up to 6 weeks) and bipolar mania (up 1o 12 weks} in 1% or more of patients treat-

ed with SEROQUEL (doses ranging from 75 to 800 mgday) whers 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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3- 1o 12-Week Placebo-Controlled Clinical Trials! for the Traatment of Schlmghvsma and Acute Bipolar Mania
g(monothevapyg Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cardiovascular:
lachycardia, Postural Hypotension; Digesthve: Dry Mouth, Gonstipation, Vnmmng Dysé; sia, Gastroenterits,
Gamma Glutamyl, Transpeptidase Increased; Metabolic and Nuttional: Weight Gain, GPT Increased, SGOT
Increased; Nervous: Agitation, Somnolence, Dizness, Andety, Respirlory: Phavynullls Rhinis; Skin snd
Awlndlun Rash; Spesial Senses; Amblyopia " Evnts for which he SEROCUEL incidenc was equal to or less
than placsho are not fisted in the table, but included the following: accidental injury, akathisla, chest pain, cough
increased, depression, diarchea, extraryramlda\ syndrome, hostilty, fypertension, fiypertonia, hypatension,
increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, psriphéral edema,
sweating, tremor, and welum loss. In these studies, the most commanly abserved adverse events associated with
the use of SEROQUEL (incidence of 5% or greatar) nd observed at a rate on SEROQUEL at lpast twice that of
placebo were somnolerice {18%), dizzingss sﬂ%j , dry mouth (9%}, constipation 18%) SGPT increased {5%},
weight gain (5%), and dyspepsia (5%). The following treatment-emergent adverse experisnces occurred dunnu
therapy (up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (duses ranging from
10010 800 my/day) used as adjunct therapy to (ithium and divalproex where the incidence in patients treated vith
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinicat Trials! !ormsTrsatmantuMcute Bipolar Mania {Adjunct Therapy):
Body as a Whole: Headache, Asthenia, Abdominal Pan, Back Pain; Cardiovascufar: Postural Hypotension;
Digestive: Dry Mouth, Consﬂpatlun Metabollz and Nutritionai: Weight Gain; Nervous: Somnolence, Dizziness,
Tremor, Agitafion; mwlnlmy Pharyngitis. * Events for which the SEROQUEL ncidenc vas equal to or less than
pJacebo are not listed in the table, but included the IaHaanaakamlsm diarrhea, insomnia, and nausea. (n these
studies, the most commanly observed adverse events associated wih the uss of SERGQUEL {incidence of 5% or
reater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth
?19%) asthenia gﬂ%% constigation (10%), abdominal pain (7%), postural fypotension 47%) pharyngitis (6%?
and weight gain (6%). Explorations for interactions an the basis of gander, age, and race did not reveal any clinically
ful differences in the adverse event occurrencs on the basis of thess demographic factors. Dese
IJ endency of Adverse Events In Shor-Term, Piacabo-Controlled Tals: Dose-related Adverse Events:
Spomaneous\yellcltedadvem event data from a s of schizophrenia comparing five fixed doses of SEROQUEL
75 mg, 150 mg, 300 mg, 600 my, and 750 mg/day) to placeba were explored for dose-relatedness of agverse
events. Logistic regression analyses revealed a pusmve dose respunse <0.05) for the following adverse events:
dyspepsia, abdominal pain, and weight gain, Emi &l]n oms: Uata from one 6-wesk sinical rial of schiz-
ophrenia comparing five fixed doses of SEROQUEL (75, 150, 300, 600, 750 mu/dag’growded evidence for ths lack
of treatment-emergent extrapyramidal sympmmsg |and dose-relatedness for EPS associated with SEROQUEL
treatment, Three methods were used to measure EPS: UJ Simpson-Angus total scare {mean change from base-
fine) which evaluates parkinsonism and akathisia, 12 ) Incidsnce of sEontananus complaints of EPS (akamlsm aki-
Nesia, cogwhes! rigidty, extrapyramidal syndrome, hyperionia, fypokinesia, neck rigidity, and tremar), and (3) us
of antcholinergic medications to treat emergent EPS. In six add) |ona| Elacehmntm o clvcal tials trials @3in
acute mania and 3 in schizophrenia) using variable oses of SEROQUEL, there were no diferances between the
SEROQUEL and placebo treatment dumups in the incidence of EPS, as assassed by Simpson-Angus total Scores,
spontaneous complaints of EPS and the use of concomitant ancholinergic medications to treat EPS, Vital Signs
and Laboratory Studles: Vital Sign Changes: SERGQUEL Is associated with orthostatic hypotension (see PRE-
CAUTIONS). Weight Galn: in scmzonhrematnalsmepropomonsot tignts mesnnFawmuhtoamcntenunom%
of body weight were compared in a paol of four 3- to 6-week placabo-controlled clinical trial, revealing a statist
cally Significantly greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania
monotherapy trials the proportions of patients meeting the same weight gain oriterion were 21% compared to 7%
for placebo and in mania ad]unct thsmp trials the %mpomnn of patients megting the same weight criterion were
13% comy red fo 4% for n\acebo La ntory Changas: An assessment of the premarketing sxperience for
SEROQUEL suggested that it s ast with asymptomatic Incrsases in SGPT and increases i both tota! cho-
lesterol and tz?lycendes (see PRECAUTIONS] An assessmant of hematological rjarameters n short-term, placebo-
controlled trials revealed no clinicalty \mronam differences between SEROQUEL and placebo. ECG Chlnm
Between group comparisons for pooled placebo-controlled trials revealed no statistically significant
SEROQUEL/placebo diferences in the proportions of patisnts experiéncing potentialy important changes in ECG
parameters, including QT, QTc, and PR intarvals. However, the proportions of mes mesting the criteia for tachy-
cardia were compared in four 3- to 6-week plaoenocommlled clinical triais for the traatment of schizophvenia
revedling a 1% EUSQQ) incidence for SEROQUEL compared to 0.6% {1/156) incidence for placebo In acute
monomerag& ipolar mania trials the progortions of patients meeting the criteria for tachycardia was 0.5%
1/182) for SEROQUEL compared to 0%&/ 178) incidence for placsbo. In acuts bipolar mania (adjunct) trials the
propartions of patients meeting the same criteriz was 0.6% (1/166) for SERCQUEL compared to 0 é 17) inci-
dence for placebo. SEROQUEL use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats
per minute compared to a mean increase of 1 beat per minute amony nuhnlacsbu patients. This sugm tendency to tachy-
cardia mgﬂbe related to SEROQUELS potential for inducing orthostatic changes (sea PRECAUTIO! Sb Other
Adverse Evants Obsarved During the Pre-Marketing Evaiuation of SERDQUEL: Following is a list of COSTART
{erms that reflect treatment-emergent adverse events as defined in the intraduction to the ADVERSE REACTIONS
seaion reported by patients treated with SEROQUEL at muhiple doses > 75 mg/tay during any phas of a trial with-
inthe premarketing database of approximately 2200 patients treated for shizophrenia, All reported svents are includ-
ed except those already listed in Table 1 or elsewhers in labeling, those events for which a drug cause was remote,
and those event tarms which were 50 general as to be uninformative. 1t is important to emphasize that, afthough the
events reported occurred during treztment with SERCQUEL, they were not necessarily caused bY it. Events are tur-
ther categorized by body system and listed In order of decreasing frequency acconding to the following defintions:
Trequent adverse events are those occurring in at east 1/100 patints (only those not aiready fisted in the tabulated
resutts from plambn rcontrolled tnais appear in this listing); mfrenuem adverse events ara those occurring in 14100
10 1/1000 patients; an 1/1000 patients.
tonia, dysarthria; Imnmm abnormal dreams, ﬂyskmesla mmkmn abnormal, ardive dysﬁmesla vertige, lnvu[urr
tary movements, confusion, amnesia, psychosis, hallucinations, hyperkingsia, bido increasea*, rinary retention,
Incoardination, garanold reaction, abnormal gait, m{uclonus. delusions, manic regction, apathy, ataxia, depersenal-
ization, stupor, bruxism, catatonic reaction, hemiplegia; Rare; aphasia, buccoglossal syndmrne. chorepathetos's,
dallnum smotional labillty, euphoria, fibide decreased”, neuraola, stuttering, subdural hematoma. Body as a
nt;fu syndrome; Infraquent: neck pain, raMn pain*, suicio attempt, malaise, photosensitivty reac-
tlon cml}s e edema, monilasis; Rare: abdomen enlarged. Oigestive System: Freguant: anorexia;
increased saivation,increzsed appette, gamma glutamy) ranspeptidase increased, gingivitis, dysphagla, atulence,
qastroentertis, gastritis, hemorrhoids, Stomatit, thirst, tooth caries, facal mcnmlnonos gastroesophageal reflux,
qum hemorrhage, mouth ulceration, el hemorrhage, fongue edsma; Rare: olossms hematemesis, intestinal
abstruction, melena, pancreattis. Cardiovascular Systom: I palpitation; nfreguent: vasodiltation, 0T
nterval prolonued migraine, bradycardia, cerebral rschemla menular pulse, T wave abnormaliy, bundle branch
block, cersbrovascular accident, daep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fbrillation,
AV block first degree, cungasﬂve heart failure, ST Mwaled mvomhophlshltls T wave flattening, ST abnormality,
increased QRS duration. Resplratory smm pharyngitis, rhinitis, cough increased, d pnea
Infrequent: pneumania, epistaxis, asthma; Asre: hlcnup. nypervsnn tion. Metaboll and Nutrtonal
Frequnt: peripheral edema. infraquent: weight loss, alkaline phosphatas Increased, fyperlipamia, alcohal |mnler
ance, defydration, hyperglycemia, creatining mcreasad hypoglycemia; Rare: qlycosuria, gout, hand edema,
hypokalemia, water intoxication. Skin and Appendages Symm Fraquent: swealing; ruritis, acng,

s eC2ema, contact dermatits, maculopapular rash, seborrhea, skin ulcer; Rare: exfoliative dermatits, psoriasis, skin

discoloraion. Urogenital Systam: Intraquent: dysmsnorrhea vaginitis*, rinary inconinence, metrorrhagia,
impotence®, dysurta, vaginai moniliasis*, abnormial elaculation”, cysm\s urinary fraquency, amenorrhea”, femalg
lactation”, oukorthea , vaginal nemormge vutvovaginits* orchitis®; Re:  gynacomastia”, nocturia, oMma
acuts hdmy failure. Spe:lul Senses: InInqmt conjunctivits, abnormal visan, dry eyes, s, s, taste parve(
sion, blepharitis, eye pain; Rare; abnormality of accommodation, deafness, glaucoma, uloskaletal
Infrequent: pathological fracture, myasthenia, twitching, annmltla, anhlms o cramps, bone pain. Heml
Lymphatle System: Fraquent: icukopsniz; Infrequent: eukocytosis, anemia, ecchymosis, sosing
hypochromic. anemia; lymphadenopathy, cyanosis; Aase: hemolysis, thrombocytopenia. Endocring
In k;lmyrmmsm dizhetes melitus; Aarg: hyperthyroidism. *adjusted for gender Posi Marketing
Emnunn /¢rse gvents reported since market ntroducion which wers tompaorally related to SEROQUEL ther-
apy include: laukepenia/neutropenia. If a patient develops a low white cell count consider discontinuation of thera-
py. Possible risk tactors for leukopenia/neutropenia include pre-existing low white call count and history of drug
induced leukopenia/neutropenia. Other adverse events reported since market infroduction, which were termporalty
relaterf to SEROQUEL therapy, but not necessarly causally related, include th following: aqranulocy\osas anaphy
s, hyponatremia, rhabdomyolysis, syndrome of inappropriate antidiuratic hormone secretion {SIADH), and
Steven Johnson syndrome {SJS).

DRUG ABUSE AND DEPENDENCE: Controlla Substance Class: SEROGUEL is nat a controlled substance. Physical
and Psychologic dependence: SEROQUEL has nat been systematically studied, in animals or humans, forits poten-
fial for abuse, tolerance or physical dapsndence. While the clinical trials did not reveal any tendency for any drug-
seeking behavior, these observations were not systematic and f is not possible to preict on the basis of this limt-
ed experience the extent to which a ONS-active ill be misst for abused onice marketed.
Consequently, patients should be evaluated wrefullz fora hlsmvy of dvuu abuss and such patients should be
ohserved closely for signs of misuse or abuse of SERORUEL, .g., development of tolerance, increases in dose,
drug-seeking benaviar.

OVERDOSAGE: Human ezperiance: Experlence with SEROQUEL (quetiapine fumarate) in acute overdosage
was limited in the clinical trial database (6 reports) with estimated doses ran*mq from 1200 mg to 3600 mg and
0o fatalities. In peneral, nn)unad signs and symptoms were those resulting from an exaggeration of the drug's
known pharmacological effects, i.¢., drowsiness and sedation, tachycardia and hypotension. Ons tase, involving
an estimated overdose of 9600 mg, was associated with hypokalemia and first degree heart block. {n post-mar-
keting experience, there have been very rare reports of overdose of SEROQUEL alone resutting in death, coma or
QT prolongation. Managament of Ovardosage: In cas of acuts overdosage, sstablish and maintain an airway
and ensure adequate oxygenation and ventlation. Gastric lavage (after intubation, if g_ansm Is unconscious) and
administration of activated charcoal togather with a laxative should be considered. The possibility of obtunda-
tion, seizurg or dgtunm reaction of the head and neck foflowinyg overdose may create a risk of aspiration with
induced emesis. Cardiovascular monitoring should commence Immediately and should include continuous elec-
trocardiographic monitoring to detsct passible arrrythmias. If antiarehythmic therapy is administersd, disopyra-
mide, procainamide and quiniding carry a thearetical hazard of additive QT-prolonging effects when adminisared
in patients with acute overdosage of SEROQUEL. Similarly it Is reasonable to expect that the alpha-adrenergic-
blocking properties of bratylium mlghl be addtive to those of quetiapine, resuting in problematic hypatension.
There is ne specific antidote to SEROQUEL, Therefore anl)mpriate supportive measures shouid be instrtuted. The
possibiity of mltiple drug involvement should be considered. Hypotension and circulatory collapse should be
rgated with appropriate measures such as intravenous fuids and/or sympathomimetic aganls {epinephrine
dapamine should nat be used, since beta stimulation may worsen hypotension in the setting of qudﬂalplnf
induced alpha blockade). In cases of severe extrapyramidal symptoms, anticholinergic medication should be
administered. Clase medical supervision and monitoring should continue urtil the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of comganies.

Manufactured for:
© AstraZeneca 2004 AstraZaneca Pharmaceuticals LP
Rev 01/04 Wilmington, Delaware 19850-5437
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The safety and efficacy of SEROQUEL in pediatric patients have not heen established.
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 common adverse events associated with the use of SEROQUEL were somnolence, dry mouth, dizziness,

constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

In bipolar mania trials, withdrawal rates due to adverse events were similar to placebo for SEROQUEL as monotherapy
(SEROQUEL 5.7%, placeho 5.1%) and adjunct therapy (SEROQUEL plus

lithium or divalproex 3.6%, lithium or divalproex alone 5.9%). ®
References: 1. SEROQUEL" (quetiapine fumarate) Prescribing Information,
Rev 01/04, AstraZeneca Pharmaceuticals LP, Wilmington, Delaware.

2, Data on file, DA-SER-13, AstraZeneca Pharmaceuticals LP, Wilmington,

Delaware. 3. Data on file, DA-SER-15, AstraZeneca Pharmaceuticals LP, 4 .
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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.

Distributed by Elan Biopharmaceuticals, a business unit of Elan Pharmaceuticals, Inc.

(EPI), a member of the Elan Group. ZONEGRAN and the #Z. are trademarks of, or
licensed exclusively in the U.S. to, EPI. ©2003 Elan Pharmaceuticals, Inc.

Printed in USA ZNS-12120903 www.elan.com
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CONTRAINDICATIONS

ZONEGRAN is contraindicated in patients who have demon-
strated hypersensitivity to sulfonamides or zonisamide.

WARNINGS

Potentially Fatal Reactions to Sulfonamides: Fotalities have
occurred, although rarely, as a result of severe reactions to
sulfonamides (zonisamide is a sulfonamidel including Ste-
vens.Johnson syndrome, foxic epidermal necrolysis, ﬁ/ﬂinam‘
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 hypersensitivily or other serious reactions occur,
discontinue zonisamide immediately. Specific experience with
Zc;//fonamia’e-/ype adverse reaction fo zonisamide is described
low.

Serious Skin Reactions: Consideration should be given to dis-
continuing ZONEGRAN in pafients who develop an otherwise
unexplained rash. If the drug is not discontinued, pafients
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. All of the patients were receiving other drugs
in addition to zonisamide. In postmarketing experience from
Japan, a totol of 49 cases of 55 or TEN have been reported,
a reporting rate of 46 per million patientyears of exposure.
Although this rate is greater than background, it is probably an
underestimate of the true incidence because of under-report-
ing. There were no confirmed cases of 5JS 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 frials 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).l8 events per
1000 gatient years}. Rash usuolly 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 markefing 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 Jupanese develop-
ment programs. There is inadequate information to assess the
relationship, if any, between dose and duration of treatment
and these events.

Oligohidrosis and Hyperthermia in Pediatric Patients:

Oligohidrosis, sometimes resulting in heat stroke and hospi-
talization, is seen in iafion wil isamide i iatric
patients.

During the pre-approval development ram in Japon, one
case of oligohidrasis was re rfrd in 4&%iahic pumnts, an
incidence of 1 case per 285 patient-years of exposure. While
there were no cases reported in the {JS or European develop-
ment programs, fewer than 100 pediatric patients participated
in these trials.

In the first 11 years of markefing in Japan, 38 cases were
re&oned, an esyt'i’:\a?ed raporﬁng9 rate oFfm 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-old patient in the US.

Decreased and an elevation in body r
above normal chargchriz?d these cases. Many cases were re-
atter exp h es.
noaol stroke, requiring hospitalization, was diagnosed in some
cases. There have been no reported deaths.
Pediatric patients appear to be ot an increased risk for
h isamido-c II.y. i ligohidrosis un'teid hxﬁerthermia.
atients, especial iatric patients, treated with Zonegran
should be moniloremsely for evidence of decreased sweat-
ing and increased body temperature, especially in warm or
hot weather. Caution shoul used when zonisamide is
prescribed with other drugs that rredis se patients to heat-
related disorders; these drugs include, g:l are not limited to,
carbonic anhydrase inhibitors and drugs with anticholinergic
activity.
The practitioner should be aware that the safety and effec-
fiveness of zonisamide in pediafric patients have not been
blished, and that zonisamide is not approved for use in
pediatric patients.
Seizures on Withdrawal: As with other AEDs, abrupt withdraw-
ol of ZONEGRAN in patients with epilepsy may precipitate in-
creased seizure fre uency or status epilepticus. Dose reduction
or discontinuation g} zonisamide should be done gradually.

Teratogenicity: Women of child bearing potential who are
given zonisamide should be advised fo use effective contracep-
tion. Zonisamide was teratogenic in mice, rats, and dogs and
embryolethal in monkeys when administered during the period
of organogenesis. A variec?/ of fetal abnormalities, including
cardiovascular defects, and 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 fefus (see PRECAUTIONS, Pregnancy subsection). it
cannot be said with any confidence, however, that even mild
seizures do not pose some hazards to the 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, { psychomotor
slowing, difficulty with concentration, and speech or language
problems, in particular, wordfinding difficulties, and 3] som-
nolence or fatigue.

In_placebocontrolled 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 treatecrwith ZONEGRAN, 1.4% were discontinued
and 1.0% were hospitalized because of reported depression
or suicide attempts. In placebo-controlled trials, 2.2% of po-
tients discontinued ZONEGRAN or were hospitalized due to
psychosis or psychosis-related symptoms compared fo none of the
lacebo patients. Among all” epilepsy patients treated with
ONEGRAN, 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 first month of treatment and 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 severify,
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 fo-
tigue occurred most frequently at doses of 300-500 mg/day.
Patients should be cautioned about this sossibility and special
care should be taken by patients if they drive, operafy hin-
ery, or perform any hazardous task.

PRECAUTIONS

General: Somnolence is commonly reported, especially at
higher doses of ZONEGRAN (see WRRNlNGS: 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 PI'&RMACOLOGY, Special Populations subsec-
tion of full Precribing Information).

Kidney Stones: Among 991 patients treated during the de-
velopment of ZONEGCRJAN, 48 patients (4.0%) with epilepsy
receiving ZONEGRAN developed clinically possible or con-
firmed kidney stones (e.g. clinical symptomatology, sonogro-

hy, efc.}, a'rate of 34 per 1000 patientyears o exposure
FA& patients with 1168 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 pafientyears of exposure in the first six
months, 62.6 per 1080 atientyears of exposure between 6
and 12 months, and 24.3 per 1500 patientyears of exposure
after 12 months of use. There are no normative 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 salfs. 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 geen interpreted as an effect on
glomerular 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 within 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 {estimoted 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 availasble. 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-
tientyears for the general population of patients with epilepsy,
to 2-5 per 1000 patientyears for patients with refractory epi-
lepsy; higher incidences range from 9-15 per 1000 patient-
years among surgical candidates ond surgical failures). Some
of the deaths could represent seizure-related deaths in which
the seizure was not observed.

Status Epilepticus: Estimates of the incidence of treatment
emergent status epilepticus in ZONEGRANreated patients
are difficult because a standard definition was not employed.
Nonetheless, in controlled trials, 1.1% of patients treated
with ZONEGRAN had an event labeled as status epilepticus
compared to none of the patients treated with placebo. Among

atients treated with ZONEGRAN across all epilepsy studies
ﬁ:onfrolled and uncontrolled), 1.0% of patients had an event
reported as status epilepticus.

Creatine Phosphoki {CPK) El and Pancreatitis: In
the post-market seﬂin%oth following rare adverse events have

been observed {<1:1

If patients taking zonisamide develop severe muscle pain
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and/or weakness, either in the presence or absence of a
fever, markers of muscle damage should be assessed, includ-
infg serum CPK and aldolase levels. If elevated, in the absence
of another obvious cause such as trauma, grand mal seizures,
efc., topering and/or discontinuance of zonisamide should be
considered and appropriate treatment initiated.

Patients taking zonisamide that manifest clinical signs and
symptoms of f)ancreamis should have pancreatic lipase an.
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.

:nformcnion for Patients: Patfients should be advised as fol-
owWSs:

1. 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 w]
it affects their performance.

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

. 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 ma
reduce the risk of stone formation, particularly in those wit
predisposing risk factors for stones.

4. Patients should contact their ﬂwysicicn immediately if o child|

has been taking ZONEGRAN and is not sweating as usua
with or without a fever.

N

W

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

6. As with other AEDs, patients should contact their physicion
if they intend to become pregnant or are pregnant during
ZONEGRAN therapy. Patients should notify their physician
if they intend to breastfeed or are breastfeeding 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
associare!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-
IONS, 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-reat-
ed patients. These changes were not stafistically significant.
The clinical relevance of these changes is unknown.

Drug Interactions: Efects of ZONEGRAN on the pharmacoki-
netics of other anf/’ep/'/eﬁsy c/ruaqs {AEDs): Zonisamide had no
aF)precicble effect on the steady state plasma concentrations
of phenytoin, carbamazepine, or valproate during dlinical
triog. Zonisamide did not inhibit mixed-function liver oxidase
enzymes [cytochrome P450), as measured in human liver
microsomal preparations, in vifro. Zonisamide is not expected
to interfere with the metabolism of other drugs that are metabo-
lized by cytochromé P450 isozymes.

ERects of other drugs on ZONEGRAN pharmacokinetics: Drugs
that induce liver enzymes increase the metabolism and clear-
ance of zonisamide and decrease its halflife. The halfife 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 halflife 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.

Inferaction with cimetidine: Zonisamide single dose pharma-
cokinetic parameters were not coffected by cimetidine (300 mg
four fimes a day for 12 days}.

Carei ity, Mutag 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 (MRHD)]
of 400 mg/day on a mg/m? basis. In rats, this dose is 1-

times the MRHD on a mg/m? 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, and 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 foxicity {decreased corpora lutea, imﬁlan'cﬁons,

d

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/m? basis. The effect of zonisamide on
human fertility is unknown.

Pregnancy: Pregnancy Category C (sse WARNINGS, Teratoge-
nicify subsection): Zonisamide was teratogenic in mice, rats,
an dogi‘s and embr?lolethcl 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 dru

in pregnancy entails a significant risk to the fetus. A variety o
external, visceral, and skeletal malformations was produced in
animals by prenatal exposure to zonisamide. Cardiovascular
defects were prominent in both rats and dogs.

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
cnomclieshwere found at doses of 30 mg/kg/day or greater.
The low effect dose for malformations produced peak mater-
nal plasma zonisamide levels (25 pg/ml) about 0.5 times
the li:ighest plasma levels maasured9 in patients receiving
the maximum recommended human dose {MRHD) of 40!

mg/day. In dogs, cardiovascular malformations were found
in approximately 50% of all fetuses exposed to the high dose,
which was associoted with maternal plasma levels (44 pg/ml)
approximately equal fo 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 pg/ml) about 0.25 times the highest human r;vels.

In cynomolgus monkeys, administration of zonisamide {10 or
20 mg/kg/day) to pregnant animals during organogenesis
resulted in embryofetal deaths at both doses. The possibility
that these deaths were due o malformations cannot be ruled
out. The lowest embryolethal dose in monkeys was associated
with peak maternal plasma zonisamide levels (5 pg/ml] ap-
proximately 0.1 times the highest levels measured in patients
at the MRI‘{D,

In o mouse embryo-fetal development study, treatment of preg-
nant animals with zonisamide {125, 250, or 500 mg/kgﬁiuy
during the period of organogenesis resulted in increase
incidences of fetal malformations (skeletal and/or craniofacial
defects) at all doses fested. 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 defecfsJ
and variations (persistent cords of thymic fissue, decrease:
skeletal ossification) were observed among the offspring of
doms freated with zonisamide (20, 60, or 200 mg/ﬁ /gcy)
throughout organogenesis at all doses. The low effect dose is
approximately 0.5 times the MRHD on a mg/m? basis.

Perinatal death was increased among the offspring of rats
treated with zonisamide ({10, 30, or 60 mg/kg/day) from
the latter part of gestation up to weaning at tﬁe high J:)se, or
approximately 1.4 times the MRHD on a mg/m? basis. The no
effect level 0?130 mg/kg/day is approximately 0.7 times the
MRHD on a mg/mQ%

There are no adequate and well-controlled studies in pregnant
women. ZONEGRAN should be used durin preinuncy 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: Ht is not known whether zonisamide
is excreted in human 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 fo discontinue nursing or to discontinue drug,
taking into account the importance of the drug to the mother.
ZON%GRAN should be used in nursing mothers only if the
benefits outweigh the risks.

Pediafric Use: The safety and effectiveness of ZONEGRAN
in children under age 16 have not been established. Cases
of oligohidrosis cns hyperpyrexia have been reported {see
WARNINGS, Oligohidrosis and Hyperthermia in Pediatric
Patients subsection).

Geriatric Use: Single dose pharmacokinetic 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 g/ounfger
subjects. Other reported CT' entitied

asis.

ri

inical experience has not i
differences in responses between the elderly and younger pa-
tients. In generol, dose selection for an elderly patient should
be cautious, usually starfing 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 placebotreated
patients were somnolence, anorexia, dizziness, headache,
nausea, and agitation/irritability.

In controlled clinical trials, 12% of patients receiving ZONE-
GRAN as adjunctive therapy disconfinued due fo an adverse
event compared to 6% receiving placebo. Approximately 21%
of the 1,336 patients with epilepsy who received ZONEGRAN
in clinical studies discontinued treatment becouse of an adverse
event. The adverse events most commonly associated with dis-
continuation were somnolence, fatigue and/or ataxio (6%,
anorexia {3%), difficulty concentrafing (2%), difficulty wit
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 wos added to concurrent AED therapy,
cannot be used to predict the frequency of adverse events
in the course of usual medical 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. Incid {%) of Tr E t Adverse Events
in Placebo-Controlled, Add-On Trials {Events that oc-

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

ZONEGRAN (n=269) PLACEBO {n=230)

BODY AS A WHOLE Heodache (10%/8%), Abdominal Pain

16%/3%), Flu Syndrome (4%/3%) DIGESTIVE Anorexia

13%/6%}, Nausea (9%/6%), Diarrhea {5%/2%) DySﬁe sia
3%/1%), Constipation (2%/ 1%}, Dry Mouth (2%/1%}r EMA.
OLOGIS AND LYMPHATIC Ecchymosis (2%/1%) METABOLIC
AND NUTRITIONAL Weight Loss {3%/2%) NERVOUS SYSTEM
Dizziness {13%/7%), Ataxia (6%/]%k stagmus (4%/2%),
Paresthesia {4%/1%) NEUROPSYCHI. Tklz AEID COGNITIVE
DYSFUNCTION-ALTERED COGNITIVE FUNCTION Confusion
};‘)‘%/3%), Difficulty Concentrating (6%/2%), Difficulty with
emory (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%), Anxiel
3%/2%), Nervousness {2%/1%) NEUROPSYCHIATRIC AN
COGNITIVE DYSFUNCTION-BEHAVIORAL  ABNORMALITIES
{PYSCHOSIS-RELATED} Schizophrenic/Schizophreniform
Behavior (2%/0%) NEUROPSYCHEQTRlC 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%/<1%) RESPIRATORY Rhinitis (2%/
1%) SKIN Al‘ﬁ) 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
roportion of individuals havinﬁ adverse events, similar events
ave been grouped into a smaller number of standardized cat-
egories using o modified COSTART dictionary. The frequencies
re(gresem 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 WKRNINGS 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 inljury, asthenia. /nfre-
quent: Chest pain, flank pain, malaise, allergic reaction, face
edema, neck rigidity. Rare: Lupus erythematosus.

Cardiovascular: /nfrequent: Palpitation, tachycardia, vascular
insufficiency, hypotension, hypertension, thrombophlebitis,
syncope, bradycardia. Rare: Atrial fibrillation, heart failure,
pulmonary embolus, ventricular extrasystoles.

Digestive: Frequent: Vomiting. /nfrequent: Flatulence, gingivitis,

um hyperplasia, gastrifis, gastroenteritis, stomatitis, chole-
ithiasis, glossitis, melena, rectal hemorrhage, ulcerative sto-
matitis, gastro-duodenal ulcer, dysphagia, gum hemorrhage.
Rare: Cholangitis, hematemesis, cholecysfitis, cholestatic
joundice, colitis, Juodeniﬁs, esophagitis, fecal incontinence,
mouth ulceration.

H,

t tologic and Lymp Infrequent: Leukopenia, anemia,
immunode?iciency, lymphadenopathy. Rare: hroml)ocytope
nia, microcytic anemia, petechia.

Metabolic and Nutritional: /nfrequent: Peripheral edema,
weight gain, edema, thirst, dehydration. Rare: H)épo lyce-
mia, hyponatremia, factic dehydrogenase increased, SgOT
increased, SGPT increased.

Musculoskeletal: /nfrequent: 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, h%potonio, peripheral neuritis, parathesia, reflexes
increased. Rare: Circumoral paresthesia, dyskinesia, dystonia,
encephalopathy, facial paralysis, hypokinesia, hyperesthesia,
myoclonus, oculogyric crisis.

Behavioral Abnormalifies = Non-Psychosis-Related: /nfrequent:
Euphoria.

Respiratory: Frequent: Pharyngitis, cough increased. Infre-
quent: Dyspnea. Kare: Apnea, hemoptysis.

Skin and Appendages: Frequent: Pruritus. Infrequent: Macu-
lopapular rash, acne, alopecia, dry skin, sweating, eczema,
urticaria, hirsutism, pustular rash, vesiculobullous rash.

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

Urogenital: /nfrequent: 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.
&lan
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