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Aim Higher With ADDERALL XR® —

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

The effectiveness of ADDERALL XR for long-term use has not been systematically evaluated in controlled trials. As with other
psychostimulants indicated for ADHD, there is a potential for exacerbating motor and phonic tics and Tourette's syndrome.

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

Abuse of amphetamines may lead to dependence. Misuse of amphetamines may cause sudden death and serious cardiovascular
adverse events. ADDERALL XR generally should not be used in children or adults with structural cardiac abnormalities.
ADDERALL XR is contraindicated in patients with symptomatic cardiovascular disease, moderate to severe hypertension,
hyperthyroidism and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug abuse, or
current or recent use of MAQO inhibitors. ADDERALL XR should be prescribed with close physician supervision.

Reference: |. Data on file, Shire US Inc., 2002.

www.ADDERALLXR.com
www.ADHDSupportCompany.com Please see brief summary of prescribing information on adjacent page.
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For Efficacy That Measures Up to Life’s Demands

* Once-daily dosing provides all-day symptom control'

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

* ADDERALL XR is the only stimulant medication
approved to treat adults with ADHD'

* Clinical data in adults demonstrate that ADDERALL XR
is generally well tolerated'

Shire US Inc.

...your ADHD support company™
1-800-828-2088 ©2004 Shire US Inc., Newport, Kentucky 41071
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Dextroamphetamine Sulfate Dextroamphetamine Saccharate
Amphetamine Aspartate Monohydrate  Amphetamine Sulfate
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Gl Rx Only

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

gHEUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE
VENTS.

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 controiled trials in
children aged 6 to 12, and one controlled trial in adults who met DSM-IV criteria for ADHD (see CLINICAL
PHARMACOLOGY) alonu with extrapolation from the known efficacy of ADDERALL®,

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,
laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smaller number of
standardized event categories. In the tables and listings that follow, COSTART terminology has been used to classify
reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed.

Adverse events associated with discontinuation of In twi studies of up to 5 weeks
duration among children with ADHD, 2.4% (10/425) of ADDERALL XR” treated patients discontinued due to
adverse events (including 3 patients with loss of appetite, one of whom aiso reported insomnia) compared 0 2.7%
(7/259) receiving placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in
controlled and uncontrolled, multiple-dose clinical trials of pediatric patients (N=595) are presented below. Over half
of these patients were exposed to ADDERALL XR® for 12 months or more.
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release Adverse event =
1ormu|ahon of this substance. {\norexm (loss of appetite) %g
GONTHAINDICATIONS . nsomnia <
arter di lar disease, to severe o D D ‘ Weight |OSIS il }g
hypertension, hyperthyrmdlsm known hypersensmvny or idiosyncrasy to the sympa- NE DOSE DAILY ability

thomimetic amines, glaucoma Agltated states. Patients with a history of drug abuse.
During or within 14 days g the ad ion of ine oxidase inhibi

(hypertensive crises may result).
WARNINGS

amphstamine may exacerbate symptoms of behavior disturbance and thought disorder. | Amphet

Depression 07
ADD ERALL XR @ In one placebo-controlled 4-week study among adults with ADHD, patients who
treatment due to adverse events among ADDERALL XR®-treated patients

5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES

o ’ : S i o Mixed Salts of a Single-Entity Amphetamine Product
Psychosis: Clinical experience suggests that, in psychotic patients, administration of chlm,,mhp.ammp gﬁa‘e Dex‘ym,,,ghe,amme Smham‘e’

te Monohydrate  Amphetamine Sulfate

(N=191) were 3.1% (n=6) for nervousness mcludlng anxiety and irritability, 26%
(n=5) for insomnia, 1% (n=2) each for head and

05% (n=1) each for ALT increase, agitation, chest pain, cocalne craving, elevated
blood pressure, and weight loss.

Long-Term Suppression of Growth: Data are inadequate to determine whether chron-
ic use of stimulants in chiidren, including amphetamine, may be causally associated with suppression of growth.
Therefore, growth should be monitored during treatmaent, and patients who are not growing or gaining weight as
expected should have their treatment interrupted.

Sudden Daalh and Pre-existing Structural Cardiac Abnormalities: Sudden death has been reported in
at usual doses in children with structural cardiac abnormalities.
Adderall XR‘Z0 generally should not be used in children or adults with structural cardiac abnormalities.
PRECAUTIONS

General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to
minimize the possibility of overdosage.

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

Adverse svents occurring in a controlled trial: Adverse events reported in a 3-week
clinical trial of pediatric patients and a 4-week clinical trial in adults treated with ADDERALL XR® or placebo are
presented in the tables below.

The prescriber should be aware that these figures cannot be used to predict the incidence of adverse events in the
course of usual medical practice where patient characteristics and other factors differ from those which prevailed
in the clinical trials. Similarly, the cited fr ies cannot be ¢ with figures obtained from other clinical

lving different uses, and i The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event inci rate in the I studied.

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

taking ADDERALL XR®, especially patients with hypertension. Body System Preferred Term ADDERALL XR® (n=374) Placebo (n=210)
Tles: Amphetamines have been reported to exacerbate motor and phenic tics and Tourette's syndrome. Therefore, General Abdorminal Pain {stomachache) 14% 10%
clinical evaluation for tics and Tourette's syndrome in children and their families should precede use of stimulant Accidenta Injury 3% 2%
medications. Asthenia (fatigue) 2% 0%
Information for Patlents: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ- Fever 5% 2%
ities such as operating machinery or vehicles; the patient should therefore be cautioned accordingly. Infection 4% 2%
Drug Aciditying agents—Gastroi acidifying agents (guanethidine, reserpine, glutamic acid Viral Infection 2% 0%
HCI, ascorbic acid, etc.) lower absorption of rinary acidifying agents—These agents (ammoni- Digestive Loss of Appetite 22% 2%
um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the amphetamine System Diarrhea 2% 1%

thereby i g urinary ion. Both groups of agents lower blood levels and efficacy of amphet- Dyspepsia 2% 1%
amines. Adrenergic b/ackers—Adrenerglc blockers are inhibited by amphetamines. Alkalinizing agents— Nausea 5% 3%
Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Co-adminis- Vomiting 7% 4%
tration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary Nervous System Diziness 2, 0%
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the Emotional Liability o 2%
amphetamine le, thereby g urinary excretion. Both groups of agents increase blood levels and Insomnia 17% 2%
therefore potentiate the actions of ph , dricyclic- may enhance the Nervousness 6% 2%
activity of tricyclic ant imeti agems; d-amph with desipramine or protriptyline = . ;
and possibly other tricyclics cause slrlklng and ined i in the ion of d ine in the Weight Loss 4% 0%
brain; cardiovascular effects can be potentiated. MAO inhibi MAOI antid , as well as a metabolite

of f slow

This slowing potentiates amphetammes increasing their effect
on the release of norepinephri i

from adrenergic nerve endings; this can cause headaches

and other

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

and other signs of hypertensive cns1s A variety of toxic neurologlcal effects and malignant hyperpyrexia can ® (o Y
occur, sometimes with fatal results. Antihi may the sedative effect of antihista- Bady System Prefe"_m Tori ADDERALL XR™(n-191) Flaceh (0=b4)
mines. hypertensives ines may antagonize the hypotensive effects of antihypertensives. General Asthenia 6% 5%
Chi ine—C ing blocks doparine and norepinephrine receptors, thus inhibiting the central Headache 26% 13%
stimulant effects of amphelamlnes and can be used to treat Digestive System Lass of Appetite 33% 3%
Amphetamines may delay intestinal absorption of ethosuximide. Haloperidol—Haloperidol blocks dopamine Diarrhea 6% 0%
receptors, thus inhibiting the central sti effects of ines. Lithium carbonate—The anorectic and Dry Mouth 38% 5%
stimulatory effects of amphetamines may be inhibited by lithium carbonate. A A ines potenti- Nausea 8% 3%
ate the analgesic effect of meperidine. Methenamine therapy—Urinary excretlon of amphetamlnes is |ncreased Nervous System Agitation 8% 5%
and efficacy Is reduced, by acidifying agents used in therapy. Norep Anxiety 8% 5%
enhance the adrenergic effect of n Phenobarbital—A may delay absorption Dizziness 7% 0%
of phenobartital; co-administration of phencbarbital may produce a synergistic anticonvulsant action. Pheny Insomnia 2% 13%
0 may elay | absorpt:on of phenytom c? admmlstratlon of phenytoin may System  Tachycardi 6% 3%
produce a synerg t action. Propoxyp In cases of propoxyp ; o o
mine CNS stimulation is p and fatal convuisions can occur, Veratrum afkaloids—A inhibit ftional _ Weight Loss ___ 1t e
the hypotensive effect of veratrum alkatoids. Uragenital System Urinary Tract Infection 5% 0%

Drug/Laboratory Test Interactions: Amphetamines can cause a significant elevation in plasma corticosteroid
levels. This increase is greatest in the évening. Amphetamines may interfere with urinary steroid determinations.
Carcinogsnesis/Mutagenesis and Impairment of Fertility: No evidence of carcinogenicity was found in studies
in which d,l-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, resp ly, the r d human
dose of 30 mg/day [child] on a mg/m? body surface area hasis.

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,|-Amphetamine (1:1 enantiomer ratio) has been reported to produce a
positive response in the mouse bone marrow micronucleus test, an equwocal response in the Ames test, and
negative responses in the i vitro sister ch and | aberration assays.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not
adversely affect fertiity or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately
§ times the maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis).

Pregnancy: P y Category C. Amphetamine, in the ratio present in ADDERALL® (d- to - ratio of
3:1), had no apparent  effects on embryofetal morphological development or survival when orally admi to

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

*included doses up to 60 mg.

The following adverse reactions have been associated with amphetamine use: Cardiovascular: Paipitations,
tachycardla elevatlon of blood pressure, sudden death, myocardial infarction. There have been isolated reports of
cardi with chronic ine use. Central Nervous System Psychotlc eplsodes at recom-
mended doses overstimulation, restlessness, insomnia, euph
tremor, headache exacerbation of motor and phonic tics and Tourette's syndrome seizures, stroke. Gastromtestlnal
Dryness of the mouth, unpleasant taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia and
weight loss may occur as undesirable effects. Allergic: Urticaria. Endocrine: impotence, changes in libido.
DRUG ABUSE AND DEPENDENGCE
ADDERALL XR” |s a Schedule Il controlled

e been ively abused. T extreme psychological dependence, and severe social
dnsablllty have occurred There are repons of patnents who have increased the dosage to many times that

pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day
respectively. These doses are approximately 1.5 and 8 times, respectively, the r d human

Tecc d. Abrupt d high dosage administration results in extreme fatigue and
mental depression; changes are aiso noted on the sleep EEG. Manifestations of chronic i

dose of 30 mg/day [child] on a mg/m’ body surface area basts. Fetal malformations and death have been
reported in mice ing parenteral admini of d h ine doses of 50 mg/kg/day (approximately
6 times that of a human dose of 30 mg/day [child] on a mg/m* basis) or greater to pregnant animals.
Administration of these doses was also associated with severe maternal toxicity.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamme (d- or d,l-), a
doses similar to those used clinically, can result in long-term neurc and b Reponed
behavioral effects include learning and memory deficits, attered locomotor actmty and changes in sexual function.
There are no adequate and well-controlled studies in pregnant women. There has been one report of severe
congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a
woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.
Amphetamines should be used during pregnancy only if the potent|a| benem justifies the potential risk to the fetus.

may include severe den marked ity, and personality

Y | insomnia, irritability, b A
changes. The most severe f of chronic i is psychosis, often cli ally
from schizophrenia.

OVEFIDDSAGE
id patnem varies widely. Toxic symptoms may occur idiosyncratically at fow
doses. S ions of acute o ge with include tremor, hyper-
reflexia, rap|d resplration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depression usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hyp ion and ci y collapse. Gastroi i ymp include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal ing is usually p by Isions and coma.
Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute
is largely ic and inciudes gastric lavage, administration of activated charcoal,

ponse to

Nonteratogenic Effects: infants born to mothers risk of
premature delivery and low birth weight. Also, these infants may experlence symptoms of withdrawal as
demonstrated by dysphoria, including agitation, and significant lassitude.

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

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

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

Gerlatric Use: ADDERALL XR® has not been studied i |n the geriatric population.

ADVERSE EVENTS

The premarketing development program for ADDERALL XR® included exposures in a total of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 t0 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clin-
ical pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse

https://doi.org/10.1017/51092852900022318 Published online by Cambridge University Press

administration of a cathartic and sedation. Experience with hemodialysis or peritoneal dialysis is inadequate to
permit recommendation in this regard. Acidification of the urine increases amphetamine excretion, but is believed to.
increase risk of acute renal failure if myoglobinuria is present. If acute severe hypertension complicates ampheta-
mine overdosage, administration of infravenous phentolamine has been suggested. However, a gradual drop in biood
pressure will usually result when sufficient sedation has been achieved. Chiorpromazine antagonizes the central
effects of h ines and can be used to treat amphetamine intoxication. i
The prolonged release of mixed amphetamine saits from ADDERALL XR® should be considered when treating
patients with overdose.
Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F). Excursions permitted
to 15-30° C (59-86° F) [see USP Controlled Room Temperature].

Manufactured for: Shire US Inc., Newport, KY 41071 Made in USA For more information cal! 1-800-828-2088, or
visit www.adderallxr.com, ADDERALL® and ADDERALL XR® are registered in the US Patent and Trademark Office.

Copyright ©2004 Shire US Inc. .
(Shire

403980

381 0107 004 Rev. /04


https://doi.org/10.1017/S1092852900022318

October 2004

Volume 9 - Number 10

GNS SPEGTRUMS

The International Journal of Neuropsychiatric Medicine

EDITOR

Jack M. Gorman, MD

Mount Sinai School of Medicine
New York, NY

ASSOCIATE AND FOUNDING EDITOR

Eric Hollander, MD
Mount Sinai School of Medicine
New York, NY

INTERNATIONAL EDITOR
Joseph Zohar, MD

Chaim Sheba Medical Center
Tel-Hashomer, Israel

ASSOCIATE INTERNATIONAL EDITORS
EUROPE

Donatella Marazziti, MD

University of Pisa

Pisa, Italy

MID-ATLANTIC

Dan J. Stein, MD, PhD
University of Stellenbosch
Tygerberg, South Africa

FAR EAST

Shigeto Yamawaki, MD, PhD
Hiroshima University School
of Medicine

Hiroshima, Japan

CONTRIBUTING WRITERS

Borwin Bandelow, MD, PhD

Mark B. Hamner, MD

Pushpa V. Raja, BA

Moira A. Rynn, MD

DanJ. Stein, MD, PhD

Soraya Seedat, MB ChB, FC Psych (SA)
Michael Van Ameringen, MD, FRCPC

MEDICAL REVIEWER
David L. Ginsberg, MD

BOARD OF ADVISORS
NEUROLOGISTS

Mitchell F. Brin, MD

University of California, Irvine
Irvine, CA

Jeffrey L. Cummings, MD

University of Calﬁ ornia, Los Angeles
Los Angeles, CA

Jerome Engel, Jr., MD, PhD

University of California, Los Angeles
Los Angeles, CA

Mark S. George, MD

Medical University of South Carolina
Charleston, SC

Deborah Hirtz, MD

National Institute of Neurological
Disorders and Stroke, NIH

Rockville, MD

Richard B. Lipton, MD

Albert Einstein College of Medicine
Bronx, NY

C. Warren Olanow, MD, FRCPC
Mount Sinai School of Medicine
New York, NY

Steven George Pavlakis, MD
Maimonides Medical Center
Brooklyn, NY

Stephen D. Silberstein, MD, FACP
Thomas Jefferson University
Philadelphia, PA

Michael Trimble, MD, FRCP, FRPsych
National Hospltal for Neurology
and Neurosurgery

London, United Kingdom

PSYCHIATRISTS

Margaret Altemus, MD

Cornell University Medical College
New York, NY

Dennis S. Charney, MD

National Institute of Mental Health
Bethesda, MD

Dwight L. Evans, MD

University of Pennsylvania
Philadelphia, PA

Siegfried Kasper, MD

University of Vienna

Vienna, Austria

Martin B. Keller, MD

Brown Medical School
Providence, RI

Lorrin M. Koran, MD

Stanford University School of Medicine
Stanford, CA

Yves Lecrubier, MD

Hopital de la Salpétriere

Paris, France

Herbert Y. Meltzer, MD

Vanderbilt University Medical Center
Nashville, TN

Stuart A. Montgomery, M

St. Mary’s Hospital Medlcal School
London, United Kingdom

Charles B. Nemeroff, MD, PhD

Emory University School of Medicine
Atlanta, GA

Humberto Nicolini, MD, PhD

National Mexican Institute of Psychiatry
Mexico City, Mexico

Stefano Pallanti, MD, PhD

University of Florence

Florence, Italy

Katharine Phillips, MD

Brown Medical School

Providence, RI

Harold A. Pincus, MD

Western Psychiatric Institute & Clinic
RAND-University of Pittsburgh Health
Institute, Pittsburgh, PA

Scott L. Rauch, MD

Massachusetts General Hospital
Charlestown, MA

Alan F. Schatzberg, M

Stanford University School of Medicine
Stanford, CA

Thomas E. Schlaepfer, MD

University of Bonn

Bonn, Germany

Stephen M. Stahl, MD, PhD

University of California, San Diego
La Jolla, CA

Norman Sussman, MD, DFAPA

New York University Medical School
New York, NY

Karen Dineen Wagner, MD, PhD

The University of Texas Medical Branch
Galveston, Texas

Herman G.M. Westenberg, MD
University Hospital Utrecht

Utrecht, The Netherlands

Stuart C. Yudofsky, MD

Baylor College of Medicine

Houston, TX

MBL COMMUNICATIONS Corporate Staff

CEO & PUBLISHER
Darren L. Brodeur
ASSOCIATE PUBLISHER
Elizabeth Katz
MANAGING EDITOR
Christopher Naccari
SENIOR EDITOR
Deborah Hughes
DEPUTY SENIOR EDITOR
José R. Ralat
ACQUISITIONS EDITORS
Lisa Arrington

Shoshana Bauminger

ASSISTANT EDITOR
Emil J. Ross

COPY EDITOR

Keith Papa

PUBLISHING ASSOCIATE
Shelley Wong

ART DIRECTOR

Derek Oscarson
CONTROLLER

John Spano

NATIONAL ACCOUNT MANAGER
Kathleen J. Skae, MBA

INFORMATION TECHNOLOGY
Clint Bagwell Consulting
OFFICE ASSISTANT

Manuel Pavén
CORPORATION COUNSEL
Lawrence Ross, Esq.

Bressler, Amery, and Ross

Volume 9 — Number 10

699

https://doi.org/10.1017/51092852900022318 Published online by Cambridge University Press

CNS Spectrums — October 2004


https://doi.org/10.1017/S1092852900022318

The Anxiety Disorders
Association of America
ahnounces its

2005 Awards Program
Call for Applications

Available online at www.adaa.org

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

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

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

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

For award descriptions, eligibility requirements, award criteria,

and applications, please visit the ADAA Web site at www.adaa.org.

For more information, contact the ADAA Awards program manager,
Jane Caroline Parham, at (P) 240-485-1016, (F) 240-485-1035, or email
at jparham@adaa.org.

About the ADAA

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

and stimulate research. Silver Spring, MD 20910, USA
Phone: 240-485-1001

https://doi.org/10.1017/51092852900022318 Published online by Cambridge University Press Web site: www.adaa.org
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BRIEF SUMMARY of PRESCRIBING INFORMATION

INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
isodes associated with bipotar | disorder, as either monotherapy or adjunct therapy to lithium o divalproex. The
of SEROQUEL in acirte bipokar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy trial of bipolar § patients initially hospitalized for up to 7 days for acute mania. Effectiveness for
more than 3 weeks has ot been systematically evaluated in clinical trials. Therefare, the physician who elects to use
SEROOUELforerdendedpenodssrmld fically re-evaluate the long-term risks and benefits of the drug for
the indvidual patint, Schizopheenta: SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizophrenia was stablished i shorttem *t‘rweek) controlled trials of schizophrenic inpatients.
Tho efoctiveness of SEROQUEL in Iono -term use, that is, or more than 6 weeks, fias not been systematically
touse SEROQUEL for extended periods shotid

periogically e evlule e ong-tem T ctiness o e qu tor the individual paient.

CONTRAINDICATIONS: SERDOUEL is contraindicated in individuals with a known hypersensitivity to this medica-
tion or any of its ingred

SEROQUEL® (quetiapine fumarate) Tablets

SEROQUEL® fumarate) Tablets

in cardiac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthastatic Hypatension: Patients should be
advised of the risk of orthastatic hypotension, especially during the 3-5 day period of il dose ttration, and also
at times of re-initating treatment or increases in dose. Interference with Gognitive and Motor Performance: Since
somnolence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnotence, especialy during the 3-5 day period of initial dose tration, Patients should be
cautioned about performing any aorrvw requiring mental alertness, such as ooeratrng a motor vehicle (including
automobiles) or operating hazardous machinery, untit they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnascy: Patients should be advised to notity their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomitant Medication: As with ofher medicatians, patients Should be advised to notiy their physi-
crans n they ae taking, or plan to take, any prescription or over-the-counter drugs. Alsohol: Patients should be
ing SEROQUEL. Heat Exaosare and Oshydration: Patients
snrmld be advised reuardlnu appropriate care in avoiding oyemeadnp and dehydration. Lal Tosts: o

vmueuoe  Neuro 0 (NMB): A potentialy fatal m complex sometimes eferred t
%mg{.m (zmsr has(been’regg:d n ;'ssoc s%mm“m mistaon o 0

d rnoiudlnp SEi reported with SERGQUEL. Clinical manifestations of
" fyperpyrexia, muscle atered mental status, and evidence of autonomic instability {imegular pulse
or bicod pressure, tachycardia, drapnoresrs cardiat dysriythmia). Additionat signs may include elevated crea-
tine phosphokinase, myoglobinuria (thabdomyolysis) and acute renal failure. The diagnostic evaluation of patients
with this syndrome ts complicated. In arriving at a diagrosis, it is impertant to exclude cases where the clinical pre-
sertation iicludes both serious medrcal ilness (eo monra systemic infection, efc.) and untreated or inade-
quately treated extrapyramidal sepns Dther important considerations in the difierental diz
nosis include certral anticholinef stroke dmp fever and primary central nervous System ([)M )
pattiology. The management of n shouldincude; 1) immediate discontinuation of antipsychotic drugs and other
drugs not essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treat-
memmwmmmmrsmedulproobmsformohspemomemsmmm There is no general
agreement about specific pharmacobogical treatment regimens for NMS. If a patient requires antipsychotic drug
treatment after recrmytrom NMS, the potertial resntroguction of drug drerzpy ‘should be carefully considered. Tne
patient shoukd be carefully monitored since recurrences of NMS have been . Tardive Dystinetia: A syn-
drome of potentially rnwerere mvoiurnary. dyskinetic movements may develop i panems freated with antipsy-
chotic drugs. Although the prevadence of the syndrome appears to be highest among the elderly, especially eldeny
women 1t is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment,
panenrsarelrkeeytodwelopmesyndrom Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesk s nknown. The rlsk of developrnq tardive dyskinesia and the ikefihood that it will becorne
freatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can devalop, almouph much less oornmonry after el
alively briet treatment periods atlow doses. There
although the syndrome may remit, partally or wmmw nanupsychonc treatment s withdrawn. Ampsycnooc
treatment, itseff, however, may Su (or pamlry %rws)me signs and symptoms of the syndrome and these-
by may possibly that sgmgtomanc suppressron has upon the long-term
comseofmesyndromusunkmn wen g tbed in a manner that
is most myto ‘minimize the occurrence of tardive dyskinesia. Chranic antipsychotic treatment should generalty be
resefved for paoentsvmoqopeartosrmorrromaohromcrllnssrnet[1)|shrovmtorespondloarmo otic drugs,
ind 2) for whom altemative, equally etfective, but fess harmful are nt available or appropri-
ate. In patients who do regyire chonic treatment, the smallest dose and the shortest duration of treatment prodik-
ar? a satsfactory cinical tesponse should be Sought. The nee for continued treament shaud be reassessed eri-
caly. f signs and symptoms of tardive dysiinesia appear in a patient on SEROQUEL, drug discontinuation should
be considered. However, some pafients may reguire freatment with SEROQUEL despite the presence of the syn-
drome. Hypergiycamia and Dizbeles Mellihes: lycemia, in some oases extreme and associated with ketoack-

dosis or coma or death, fias been reported in anfipsychotics, including
s&noougﬂ ‘Assessment of the retionship between atypical ant

Qlucose abnormalities is com-
plicated by the possiility of an increased background risk of di mellnus in patients with schizophrenia and
the increasing incidence of diabetes mefktus in the general population. Given these confounders, the relationship  and
between atypical antiosychotic use and hyperglycemia-felated adverss events is not completely understood.
However, epidemiological studies suggest an increased risk of treatment-emergent typesglycemia-redated adverse
m'smpemmstrmedwnnmemmlemipsycmm ﬁwnemkmmmtﬁrhymmmrarelamadyem

Patients with an estblished diagnosis of i

fests are recommended. Drug Infsractions: The risks of using SEROQUEL in comfination with other
drugs have not been extensively evaluated in systematic Studies. Given the primary CNS effects of SEROQUEL, cau-
tion shouid be used when it is taken in combination with ottier centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of aicohol in a clinical trial in Subjects with elected psychotic disorders, and alcoholic
beverages shoukd be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL
miay enhance the effects of certain antitypertensive agents. SEROGUEL may antagonize the effects of ievodapa and
dopamine agonists. The Effect of Gther Drugs on Quetiapine: Phenytoln: Coadministration of quetiapine 5250 mg
nd) and Enenyroln {100 mg ) increased me mean oral clearance of quetiapine by 5-fold. increased
may be required to rnarmaln cantrof of symptoms of schizophrenia in pafients recefving quetiapine and
phenyto in, or other hepatic enzyme inducers (e, g caroamazeprm barbiturates, rnamprn glucocomcords) Caution
should be taken it phenytoin is withdravwn with a non-nducer (e.g., valproate). Divalproex:
Coadministration of quetizpine (150 mg bid) and d proex (500 mp hld) increased the mean maximum plasma
cancentration of quetiapine at steady state by 17% extent of absorption or mean oral clearance
Thioridazine: Thioridazine 1200 my brd moreased rlre orai cteararux of quetiapine (300 mg bid) by '
Cimetidine: Administration of mull doses of citnetiding {400 mg tid for 4 days) resulted in 2 20% decrease
in the mean oral clearance of queoaprne (150 mg ti). Dosage ad]ustmem for quetiapine is not equived when it is
given with cimetiding, PA30 3A knhi Goadrnrmstraoon of ketoconazole (200 mg once daity for 4 days), a potent
inhibitor of cytochrome P450 34, reduced oral clearance of quetiapine by 84%, resufting in a 335% increase |n max-
imum plasma cancentration ofquehaprne Cautionis indicated when SEROQUEL s adminisered with ketoconazole
and offer inhibitors of cytochrome P4: 9., iraconazole, fluconazale, and erythromycin). Hududm,
Imigramine, Haloparidol, and msplnlone Coatministration of fuoxetine (60 mq once oarry) |mrp1amme {75 mg
bid), haloperidol {75 mg brd) o risperidone (3 mg ord) with queoaorne (300 mg bid) did nat alter the Steady-
pharmacokinetics of quetiapine. Effect of Quetiapine Drugs: Lorazepam: The mean oml clearanoe of
Iorazepam {2 my, sing dose) Was reduced by 20% in mz presence of quetiapine administered as 250 mg tid dos-
ing. Divaiproex: The mean maxmum concentration and extent of absorption of tota) and fres valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid).
‘The mean oral clearance of total valproic acid (administered as divalproex 500 mg b} was increased by 11% in the
presence of quetiapine (150 mg bid). The changes were not significant. Lithium: Goncoritant administration of que-
tiaping {250 my tid) with lithium had no effect on any of the steady-state pharmacokinetic parameters of lithium.
Antipyrine: Administrasion of multiple daily doses up to 750 myg/day (on a tid schedule) of quetiapine fo subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of anfipyrine or urinary recovery
of antipyrine metabolftes. Thes resufts indicate that quetiapine does net siynificantly induce hepatic enzymes
respansible for cytochrome P450 mediated metabalism of antipyrine. Carcinogenesis, Mutagenesis, impalmment
o Fertlity: Carcinogenesis: Carcinogenicity studies were condcted in C576L mioe and Wistar rats. Quetiapine was
administered in the diet to mice at doses of 20, 75, 250, and 750 mgv/kg and to rats by gavage at doses of 25, 75,
and 250 mgkg for two years. These doses are equivalent t0 0.1, 0.5, 1.5, and 4.5 fimes the maximum human dose
(800 mg/day) on a mg/m? hasis {mice) or 0.3, 0.9, and 39 times e maximum human dose on a mgm? basis
; ‘ere weye staisticaly significant increases in thyroid gland follicular adenomas in male mice at doses of 250
50 mykg of 1.5 and 4.5 times the maximum human dose on a mg/m? hasis and in male rats ata dose of 250
mekg or 3.0 fimes the maximum human dose on a mg/m? basis. Mammargrqgland adenocarcinomas were statsti-
cally significantly increased i female rats at alf doses tested (25, 75, and 250 my/kg ar 0.3, 0.9, and 3.0 times the
maximum recommended human dose on amyim? basis). Thyroid folicuar cell adenomas may have resuted from

- chronic stimulation of the thy

hormone (TSH) restulting from enhanced mefabolism:

betes mefitus wha are started on atypical should be monftored regularly for worsening of glucose  and cledrance of tnyroxme byrodent Irver Cfranpes in TSH, fhyraxine, and thyroxine clearance consistent with this
oomror Patients with risk factors for diabetes mel (eq, abesfty, family history of diabetes) treat-  mechanism inrat and mouse and in a 1-year toxicity Study in rat, how-
antipsychotics should u fasting blood plucose tmnp at the beginning of ‘reatment and ver, the results of these studies were not definitive. The reievance of the increases in thyroid follicular cell adeno-

mas o human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically

odloew ring treatment. Any patient treated with atypical armﬁmm should be monitored for symptoms of

ryounh rnoludmp pwdrpsu, polyuria, polyphagia, and weakness. Patients who develop symptoms of fyper-

lcal antipsyciotics Should undergo fasting blood glucose testing. In same cases,

ryoernﬂ r when me atypical anti was discontinved; howeves, some patients required
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: Goneral: Orthostatic Hypatsnsion: SEROGUEL may induce orthostatic hypotension assaciated

vdth dizziness, radrywdnand insome panelns syncope sspeaalry ‘during the initial dose-titration period, prob-

rgE -adrenergic pr.% mponod in 1% (23/2567) of the patients

R L, oomparedwnnD% nmmooandabouru%(Z/SZ an active control drugs.

SEHOOUEL should be used with parbcular caution in patients with known cardiovascular disease {history of

myocardial infarction or ischemic heart diseoseﬁl;mn failure o conduction abnormalities), cerebrovascular disease

0r conditions which would patients o hypotension (defiydration, typovolemia and treatment with anti-

medications). The risk of orthostatic hypotansion and syncope may be minimized by limiting the ini-
al dose to 25 my bid. ff oocursdunnotkramtomehrperdosearenrmromeprmousddsemme
ttration schedule is appropriate. Cataracts: The of cataracts was observed in association with que-
tiapine Anima) Tordcology in Prescribing Information). Leas changes have
al%0 boen obsarved in nmmmsmoou&nmummmmrmm 00UEL
30 has ot boan mhmmnrwmmmhmmnm

ﬂmmmmdmmwmm o detect cataract fonmation, stich as siit lamp
‘sensitive mathods, is recommended at inkiation of sreatment or shortly thareatter,
chronle treatment. Selzwres: During cliical trials, seizures occurred in 0.6%
(1W792)ofpaﬂemsrmed SEROQUEL comy 1002%(1@
control drugs. AS wih other antipsychotics SERDQUEL should be used cautiousy in paients with a hstory of
seizures or with conditions that lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that
lower the setzure threshold may morepmbrnmapopulanonofssywsorolder ism: Clinical tri-
als with SEROCLIEL demonstrated a dose-releted decrease in free {T4) of approximately 20% at
mwmmmmwncdm and was maximal in the first two to four weeks of treatment and main-
tained without adag&n«rorpmpressron Juring more chroric therapy. Generakt, these changes were of no clinical
was unchanged in most . and levels of TBG were urichanged. In nearly al cases, ces-

sation of SEROCUEL of the effects on tota} and free T4, irrespective of the

| treatment was with a eversal of
duration of treatment. About 0.4% ngmsr) of Smuﬂ patients did er;gevm TSH increases in monothera-

wmsnnmmems freatment. In the mania adjunct stud-
‘where SEROQUEL was added to lithium or Wllvmate 12% (24/1 96) of SERQQUEL treated patients oorm
lo7% 15!2(Ugofphoebo mm elevated TSH levels. Of the SEROQUEL treated
Hiad simuttaneous low fres T4 levels. cummnrmna Elevations: In schizophrenia tri-
ds SERQQUEL treated pdﬂdms had W from hasellne in cho‘estnvol and tnquoende of 11% and 17%
rasoenmy comy decmses for placebo
mqm nsenoooermepamm
mmmmmmmmenwmmsenoou L, increased prolactin levels were observed in rat
smdreswlmmwmpowmmmmmdvnmmrmwmmm lasia in rats (see
Carcinogenesis}. Tissue culture experiments indicae

factin dependant in witr, 2 factor of potential importance mmesedmpsrsoommphredma

patient with previously Mmm«umouqnmsmmm amenorrhea,

mestia, and with ndevamg oompounds, the clinical smmfroanoe of mated

m mmm s unknown for most Medner chnical nor epidemiologic studies conducted
n

urrstrenonoiln dasoidmoszmmmorgenesrs in
Mmms,deml#ewdmrscorrsrdmdmdimmmemmnmrsnmeTruumlm
mmvdmnamne Frweek Mwereappmrrnatelys%lorSEROOUEL
compared to 1% for pacebo. In acute bipolar mania proportions of with transaminase elermndns
of >3 times the upper kmits of the no mralmermmpeinapodors-m-weekmoeoooonw
mo;d rorbnnseniogu ELW%WMM% rreahnemuaw with SEROQUEL.

o :
i rug treatment and p 1 going i

Pelenkial was 2 regorted repgried in
mmms&&oﬂu& especially drrnnplhe 5 day period of initial dose-ttration. In schrzophrennrmls

Someolence was rapo of patients on OQUEI.oomparedron%of lacebo patients.

far mania trials using SERCQUEL & somuolence was 6% of patients dn SEROOUEL
comparad to 4% ar'Eum s, In e ipolr mania triaks usr(;?s ROQUELasadmncﬂnerapy, somnotence
was in 34% of on SEROQUEL compared to 9% patients. Since SEROOUEL the
potential to impair iudpmeol minldm, or mator skiks, about

requiring ale a5 operating 2 motor vehicle (rnclodrnp aotornoom) o ooemt:nr? hazzrdous
machinery reasonably certain that SEROQUEL therapy does not affect them apism; One

casé of priapism in @ reoeMWSEROOUE rnsbeenreponedpnorlonmketlmduchon Whrleaoausal
mmmmngg“oouam mrmnmqsmmnmn lockng effect have

Mrrep«hdrondrmpfhpism arrdnrspossrbleMSEROOUELmay
faquire Surgical intervention. Bedy Te iation: Ahnouqh not reponedwnhSEROﬂUg“d‘rwpnon
ollhebodysabﬂltylorod been attributed to anti

has . Approp
brnp SE%UEL Tor patients wha will be experiencing conditions ‘which may oon-
bodytemperature €.0., exercising strenuotsly, expasure 1o exireme heat, recei
X inergic actviy, or being subiect to dehydration. Dysphagia: sophaoeal
dysmotilty and iated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and mor in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychatic drugs should be used rauodosry in patients at risk for asomon preumonia,
mnepmwnymmmmmsn n bipokar gisorder and schizophrenia: close supérvision
drug therapy. Prescriptions for SEROQUEL should be vrnnen for the smallest
in order to reduce the risk of overdose. Usa in Patients

nfarction or PaﬂernswhhMmdawesmr exr:lodednom remar-
chinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution shoud be observed

on placebo and 07% (4527) o active  LESES: Pregeancy: Pragnancy

changes were only wea
inemia: Atthough an'gwmn of pro- Labor

mary gland
¥ af SERDQLEL in pctc petits have ot b el
’W"’“’“"W o of human brast GGErs e pr0- |y 41 s i il st with SEROQUEL, 7 10 e s o 2001 ik goer ey TGS

the  over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute

dlevations us oocurredwnnrnme effectivenes:

elevate prolactin levels in rodents. Serum measurements in a 1-yr toxicity study Showed that quetiapine increased
median serum prolactin levets a maxiemurm of 32- and 13-fold tn male and female rats, respectively. increases in
mammary neoplasms have been found in rodents after chronic administration of othér antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
%and tumors in rats to human risk is unknown (see Hyperpralactinemia in PRECAUTIONS, General). Mutaganasis:
e mutagenic potential of quetiapine was tested in Six in vit bacterial gene mutation assays and in an in vitro
mammalian gené mutation assay in Chingsg Hamster Ovary celts. However, sufficientl figh concentrations of que-
‘tiapine may ot have been used for al tester strains. Quetiapine di D?roduoeo reproducible increase in mutations in
one Saimonelia typhimuriurm tester sirain in the presence of metabolic activation. No evidence of clastogenic poten-
fial was abtained in an in vitro chromgsomal abenadon assay in cuftured human lymphacytes or in the i vivo
micronucleus assay in rats. Impairment of Fertilty: O decreased mating and ferity in male
Dawley rats at oral doses of 50 and 150 mg/kg or 0 and 1.8 times the maximum human dose on a mgm? basis.
Drug-elated effects included increases in interval to mate and in the number of matings required for successful
impregnation. These effects continued to be observed at 150 mo/kg even after a two-week period without treatment.
The no-#fiect dose for impaired mating and fertiity in male rats was 25 miykg, or 0.3 times the maximum human
dose on a m/m? basis. Quetiapine adversely affected mating and femlny in temale Sprnague»DawIey 1ats atan onat
dose of 50 m/kg, or 0.6 times the maximum human d mefm? basis. Drug
£ in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in irregu-
lar estrus was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on

m/m? basi. The No-¢fect dose infemale rats was 1 mighg, or 001 times the maximum human dose on a mg/m2 - S8Skoen

hal jory C: The teratogenic potentat of quetiapine was Studied in Wistar rats and
Dutch Belted raobds dosed during penod of organogenesis. No evidence of a teratogeni; effect was detected in
rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a miym? basis or in rabbits at
25to 100 mokg or 9.6 10 2.4 times the maximum human dose 012 my/m? basis. There was, however, evidence of
mbryo/fetal in skeletal ossification were detected in at feuses at doses of 50 and 200 my
{0.6 and 2. 4 fimes the mamum furman dose an 2 mg/m? oasrs] and in rabbits 2t 50 and 100 mo/kg (1.2 and 2
times the madmum human dose on a mg/m? basis). body weight was reduced in rat fefuses at 200 mplko
and rabbit fetuses at 100 mgkg (2.4 times the maximum human dose on a mg/m? I both species).
was an increased incidence of a mingr soft tissue anomaly ‘mﬁellrarsal flexure) in raoon fetuses at a dose
$00mg/kg (2.4 times the maximum human dose on a mg/m? vidence of tooly (Le., decreases
m body weight garn and/ar death) was observed at the high dosein rhe rat study and atall doses i |n me raobn study.
Ina peripastratal reproductive study in rats, no drug-related effects were observed at doses of 1, 20myhg
or 001,012, and 0. 24 times the maximam human dose an a mg/m2 basis. However, in a pfelrmrnary pen/postna
smdy merewererncmmferaiandpupdeam and decreases in mean it weightat 150 mg/kg, or 3.0 times
mg/m? ell-controlled studies in pregnant women
and nueoaprne shoutd be used dusing pregnancy only f the potential beneﬂr ustifies the potential risk to the fetus.
bar and Dalivery: The effect of SEROQUEL on labor and delivery in humans is unimown. Nursing Mothers:
SEROQUEL was axcrete in ik of teated ani
human milk. it is recommended that
and effectiveness

approxi-

was no indication of any different tolerabify of SEROGUEL in dedy oomparedlo unger adults
the presence of factors that might decrease pharmagoki rance, iicrease the pliarnacodynamic response to
SEROQUEL, or cause poorer tolerance or orthostasis, should lead to consideration of  Jower starting dose, slower
titration, and careful monitoring durrnp the initial doging period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderly patients when compared to younger patients.
ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROOUEL oonsrsrb::q lgl
olar
mania (monathe ct therapy) and approximately 2600 patients and/or nommal subjects exposed to 1 or
more doses of SF SI%OUEL for the treatment of schrzophar;ne?a Ofthese appraximataly 3000 subjects, approximate-
Iy 2700 {2300 in sclnzophrenra and 405 in acute bipolar mania) were patients who participated in multiple dose
s trials, and their experience corresponded to approximately 914.3 patient-years. The conditions and
duration of treatment with SEROQUEL varied greatly and included (rn overiapping categaries) open-label and dou-
ble-blind phases of studies, inpatients and outpatients, fixed-dose and dese-fitration Studies, and term or
fonger-term exposure. Adverse reactions were assessed by collecting adverse events, results of physical examing-
tions, vital signs, weights, laboratory es, ECGs, and results of ophmalmoloobc examinations. Adverse events
dunnp #1p0Sure were obtained by general inquiry and recorded by clinical investigators using terminology of thelr
own choosing. Consequentl, i is not passible to provide a meaningful estimate of the proportion of individuals

experiencing adverse events without first grormp similar types of events into a Smaller number of standardize
event categories. n the tables and tabulations dard COSTART terminalogy has been used to classi-

fy reported atverse events. The stated frequencies oI adyerse events represent the proportion of individuals whd
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considesed treat

ment emergent if 1t occurred for the first time or warsened while receiving therapy following baseline evaluadon

Adversa Findings Dhsarved in Short-Term, Controlled Trials: Adverse Events Associated with Discontinuation of
“Traatment In Short-Term, Placebo-Controlled Tals: Actte Bipalor Mania: Overal, discontinuations due to
adverse events were 5.7 % for SEROQUELvs 5.1% for placebo in monothesapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. Schizophrania: Qverall there was Jitte difference in the incidence of discontinuation
due to adverse events (4% for SER ELvs 3% for) placebo) ina poor of controlled trigls. However, discontinua-
tions due to somnolence and fypatension were considered to be d’)ﬂ" (ated (s8¢ PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and HyWnsronﬂl%vsﬂ%larplaoebo rsa Evants Occurring at an Incidenca of
1% or More Among SEROQUEL Treated Patients in Shart-Temm, Placeto-Controlled Trals: The prescriber shoukd
be aware that the figures in the tables and tabulations cannot be used to predict the incidence of side effects in the
course of usual medical practice where patient characteritics and other factors differ from those that prevailed in

of  the clinical trials. Similarly, the cited frequencies cannot be compared with iures obtained from other clinical inves-

figations involving different treatments, uses, and investigatars. The cited figures, however, do provide the pre-
seribinq physkcian with some basis for m‘marin(i the relative contribution of drug and nandrug factors to the side
effect incidence in the poputation studied. The following treatment-emergent adverse experiences occurred during

- acute therapy of schizophrenia (up to § weeks) and hipolar mania (up to 12 weeks) in 1% or more of patients treat-

ed with SEROQUEL (doses ranging from 75 to 800 mg/day) where the incidence in patients treated with SERGQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience (ncidence in
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of stumes me most commonly observed

3- to 12-Week Placebo-Cortrolled Clinicai Trials® for the Treatment of Scnrzoggrema and Acute Bipolar Mania
%monorherapyg Body as 2 Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cardiovascular.
achycardia, Postural Hypotension; Digestive: Dry Mouth, Constipaian, Vommn% DysspG sia, Gastroenterits,
Gamma Glutamyl, Transpeprrdase Increased; Mehlrollc nd IIMImI Werpm ain, SGPT Increased, s6ot
Increased; Nemvous: Agttation, Somnorenoe Diziness, Aniety, Respiratory: Pharyngits, Rhinits; Skin and
Appandages: Rash; Special Senses: Ambiyopia ! Everds for which the SERO UEL incidence was eoual toorless
than placebo are not listed in the table, but included the following: accidental i Inlr?s% akathisia, chest paln cough
increased, depression, diarhea, ramidal syndrome, hostilty, hypertension, Irypeﬂonla hypotension,
ner ‘appetite, infection, insomaia, ieukopenia, , NAUSEd, NErvousness, paresmesra peripheral edema,
sweaing, tremor, and weight loss. n these studies, the st commanly observed adverse events associated with
the use of SERGOUEL (incidence of 5% or qreater) and observed at a rate on SEROQUEL at east twice that of
placebe were somnolence (18%), dizziness (1%}, dry mouth (9%), oonsrrpatron {8%), SGPT |ncreased (5%),
werghr garn( %), and dyspepsia (5%). The following treatment-e e:azenermocc during
therapy {up 10 3-weeks) of acute mania in 5% or more of pamnts trealed wrm SEROUUEL (doses ranginy from
100 o 800 myy/day} used as adjunct therapy to fithium and divaiproex where the incidence in panents treated wrﬂr
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emer
Incidence in 3-Week Placebo-Controled Clinical Trials for the Treatment of Acute Bipolar Mania (}rd;'urm Therapy)
Body 25 a Whole: Headache, ia, Abdomina Pain, Back Pain, Cardiovascular: Postural Hypotension;
Digestive: Dry Mouth, Constipation; Metaboli and Nulritional: Werght Gain; Nervous: Somnolence, Diziness,
Tremar, Agitation, Implmmy' Pharyngitis. ! Events for which the SEROQUEL ncidence was equal o or Iess d\an
placebo are not listed :n the table, but |nc|uded the follmmng akadrrsri diarthea, insomnia, and nausea. in th
assdc with the use of SEROQUEL (rnordenoe of 5% o
d observed at a rate on SEROOUE twice that of placebo were somniolenice (34%), dry mauth
(19%), asd'renra 10% constipation (10%), abdomrnel pain (%), poslural typotension (7%), pharyngtis {6%),
and weight qarn( %), Ioranons for interactions on the basis of gender, aue and race did not reveal any clinkcall
meaningful differences in the adverse occurrence on the basis of
Dependency of Adversa Evenis In Short-Term, Placebo-Controlled Trisls: 10 Eve
Spontaneously elicited adverse event data from a study of schizophrenia odmpann%,ﬁve fixed doses o1 SEHOQUEL
{75 myg, 150mp.300ma,600maznd750mp/day¥w wers axplojed odmsmdverse
events. Logistic regression analyses revealed a oosmve dose response .05) for the following adverse events:
ata from one6-weekclrnrca0ma| ofsehiz

dyspepsia, ahdminal pain, and weight gain. Extray sXm
ophrenia comparing five fixed doses of SEROUUEL 75 150 00, 600, 750 rno/daggrovrded evidence for the lack
of treatment-emergent extrapyramidal symptoms L ) and dose-rlatodness for EPS associaed wih SEROQUEL
treatment, Three methods were used to measura EPS: {1) Simpson-Angus total score (mean change from base-
line) which evaluates parkinsanism and akathisia, (2) incidence of sponianeous oornplarms of EPS (akamrsra -
nisia, cogwhee rigidiy, exirapyramidal syndrome, bynertonia, fpokinesia, neck rigidity, and tremor), and (3) use
of anticholinergic medications to treat emergent EPS. In six adaitional Elacehooontrol Clinical tnals trials (3in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there wers no diferences between the
SEROQUEL and placebo treatment A;roups in the incidence of EPS, as assessed by Simpson-Angus total scores,
spontaneous complaints of EPS and the use of concomitant anticholinergic medrrarrons ro treat EPS. Vital Signs
and Laboratory Studies: Vitai Sign Changes: SEROQUEL is associated with orthostatic hypotensian (see PRE-
CAUTIONS). Waighi Gain: In schizophrenia frials the proportions of patients mesting a weight gain crterion of >7%
of body weight were compared in a pool of four 3- to &-week placebo-controlled ciinical tials, revealing a statist-
cally significantly greater incidence of weight gain for SEROQUEL (23%) compared fo plaoeoo (6%). In mania
monatherapy irals the proportions of patients mesting the same wesght gain crterion were 21% compared fo 7%
for placebo and in mania adjunct therapy trials the proportion of patients meeting the same weight criterion were
13% compared to 4% for placebo. Lal nges: An assassment of he premarketing experience for
SEROQUEL suggested that it is associated with asymptomatic increases in SGPT and increases in both totat cho-
lesterol and m?Dyoendes {see PRECAUTIONS). An assessment of hermtdIoEpR QBaramemrs in short-term, placebo-
controlled trials revealed no clinically rmromm diflerences between SERDQUEL and placsbo. ECG Changes:
Between oroup co arisons for pooled placebo-controlled trials revealed no stafistically significant
SEROQUEL/placebo differences in the proportions of patients experiencing potentialy impartant changes in ECG
parameters, inciuding QT, QTc, and PR intervals. Mowmr the propdmons a&atlenrs meeting the criteria for tachy-
cardia were compased in four 3 to 6-weel K placebo-cor for the treatment of schizophrenia
reveairnu a 1% (4/399) incidence for SEROQUEL oompared to DE% {11156} incidence for placebo. In acute
gg ﬁ)i mania trials the jents meeting the criteria for tachycardia was 0.5%
1/192) for SEROQUEL compared t00% &7&) |no|denoe 1or plaoebo In aMe rnpolar mania (ag&ncg)’mais the
tions of patients 66) for SE

wnnameanrncmsem neanrate assessedh ECG, aﬂbears
rnezmorrrluhplaoeoo patients. This s#ahl rendencdtomhy

these demom: it factors.

‘meeting the
dence for placedo. SEROQUEL use was assoorared
per minute compared to amean increase of

cardia may be related to SEROQUELS porernlal Ior |ndue|np o os1at|c chany b
Advorss Events Observed During Prﬂhm uUEL Following is  list of COSTART
ferms that refiect treatment-emerget adverse n |n the Introduction to the ADVERSE REACTIONS

as
section reported by patients treated with SEROQUEL at mutipla doses > 75 mo/day during any phas of  trial with-
inthe premarkeﬂn database orapprorumare ted for shizaphrenia. All reported events are includ-
ed except those aiready ||srod in Table 1 or elsewhere in labeling, those events for which a drug cause was remote,
those event terms which naral as to be uninformative, 1t s important to empnasrze that, afthough the
avents feponed occurred dunnu nearrnenr with SEROQUEL, they were not necessarily caused by it. Events are fur-
ther categorized by bady system and listed in order of decreasrng freduency according to the Inwrn&deﬁnmons
frequent adverse events are those occurring i at least 1/100 patients (o those not already listed in
results from placebo-controlled triats appear in this Jisting); |n!re7 jverse ane moee oceurring in moo
10 1/1000 patients; rare events are thase accurring in fewer than 1/1000 patients. Nervous System: Frequent:|
tonia, dysartfiria; knfraguent: abnormal dreams, ayskinesia, thinking abniorma, tardive dyskinesia, vertigo, rnvd{un»
tary movements, canfusian, amnesia, psychosis, hallucinations, hyperkinesia, iibido increased, unnaal retention,
incgordintion, paranoid reaction, brormal gait, myoclonus, deusions, manic reaction, apath lepersonah-
ization, stupor, bruxism, catatonic reaction, hemiplegia; Rare: raafhaslt buccolossal syndrome cMmoatnetnsls,
de!irium, emotional Iabiliry, euphoria, libigo decroased”, neuralgia, Stuttering, subdural hematoma. Body s 8
Whole: :flu syncrome; infrequent: neck pain, vic parn Suicide ammpr, malaise, pholosensiivity reac-
tion, chills, face edema, monifiasis; Rare: abdomen enfarged. Dlmdvl anorexia; infrequant:
increased salfvation, increased appetite, gamma glutamy! franspeptidase increased, gingivits, dysphaora flatulence,
terits, gastritis, hemarrhoids, stomatis, thirst, tooth caries, fecal incontinence, ophageal refiux,
gum hemorrhage, mouth ulceration, rectal hemorrhage, tongue edema; Rave: glossitis, hematemesis, intestinal
obstruction, melend, pancreatis. Cardlovascular Systom: paipitation; t vasodilatation, OT
interval prolonged, migraine, bradycardia, cerebral ischeria, imeguiar pulse, T wave abnormality, bundle branch
block, cerebrovascular accident, deap thrombophlelitis, T wave inversion; Rare: angina pectoris, atrial fibrillation,
AV block first degree, oongesrwe heart fanure ST elevated, mromboohleolds T wave flattening, ST abnormalrly
increased ORS duration. nal:g : Frequent: pharyngitis, rhinits, cough incrazsed,
Infrequent: preumonia, eprsraxrs ma; Rars: hiccup, hypasventi jon. Mstablic and Nutrtional
Frequont: peripheral edema; Infrsquant: weight boss, alkaliné phosphatase increased, hyperiipermia, akcohol mloler-
ance, dehydration, hypergryoerma creatining increased, hyooolymmli Rare; n'ycosuna qout, hand edema,
typokaleria, water intoxication, Skin and Aphempn em: Fraquent: sweating. infragesat: prurits, acne,
eczema, contact dermatits, nraeulopapularras seborrhiea, skin ulcer; Raye; exfoliative dermatitis, psoriasis, Skin
discoloratian. Urogen ; Infroquent: dysmenormu vaginits®, urinary incontinence, metrortiagia”,
impatence”, dysuna, vagina monrlrases abnormal eiaeuhhon r:ystms urinary nequency, amenorrhea’, fomale
Jactation”. leukorthea*, vaginal hemorrhage*, vulvovagintis* orchits*; Rave: gyneco octura, pohur,
acute krdney failure, Spuial Sanses: mmmt conjunctivits, abnomal vision, dry eyes, dnmtus faste perver
sion, biepharitis, eye pain; Rare: abnormality of accommodation, deafness, glaucoma. ‘Muscalosksletal
Mmmtpﬂhol ical fracture, myasthenia, twitching, anhmliu arthrits, leg cramps, bone pain. Hemi and
I.yrnphlm Syslem: Froquont: leukopenia; Infrequent: leukacytosis, anemia, ecchymosis, eosrnophrlla.
ypdchromrc angmiz; ymphadenopathy, eyanosrs Rare: hemalysis, thrombocytopenia, Erdocr
orhyrordrsm diabetes mellitus; Rane: hyperthyroidism, ed for gender Post hmﬂm
rsé events reorted since maret infroduction which were rernpnrally relatsd to SEROQUEL ther-
gmralneutmpema If a patient davetops a low white cell count cansider discontinuation of thera-
ctors for leukopenia/neutropenia include pre-existing low white cell count and history of drug
uoedl ukopeniafeutropersa. Other adverse events reported since market introduction, which were mmporally
reiatod o SEROOUEL therapy, but not negessarly causally related, incluge the following: agranulocytosts, anaphy
por omyneysrs syndrome of inappropriate antidiuretic hormone secretion (SIADH), and
Srwen Johnson syndrome {848).

DRUG ABUSE AMD DEPENDENCE: Class: SEROQUEL is nota Physical
2rd Psychologhc depandence: SEROQLIEL has not been systematically Studied, in 2nimals or humans, for its poten-
tial for abuse, tolerance or physical dependence. While th dlinical irials did not reveal any tendency fo any drug-
seekiry) behavior, these observations were not systematic and ft is not possible to predict on the basis of this limit-
ed experience the extent to which & CNS-active drug will be misused, diverted, andor abused once marketed.
Cansequenty, patients Shaukl be evaluate carfuly for  istoy of drup abuse, and such panems should be
observed closegy:for signs of misuse or abuse of SEROQUEL, eg., developmenr of tolerance, incseases in dose,
drug-seekdng befiavior.

OVERDOSAGE: Human experiancs: Experience with SEROQUEL (quetiapine fumarate) in acute overdosape
was limited in the clinical trial database (6 reports) with estimated doses ren?rgq from 1200 mg to 9600 m g

o fataltes. to general, reported signs and symptoms wera those resulting from an exaggeration of the drug's

23
PR

apy rnolude leukol
Possible fisk

eg  known pharmacological effects, i.e., drowsiness and sedatlon rachyoardla and hypotension. One case, involving

an estimated overdose of 9600 nrq, was associated with hypokalemia and first degree heart block. fn post-mar-
keting experience, there have been very rare reports of ovardose of SERQQUEEL alone resulting in death, coma o
QT prolongation. Managament of Overdosage: In case of acuts overdasage, establish and maintain an airway
and ensure adequate oxyganation and ventilation, Gastric lavage (after intubation, ff patient s unconscious) and
administration of activated chascoal together with a taxative Shioukd be considered, The possrblllry of oblunda-
fion, sefzure or dgstonlc reaction of the head and neck following nvefdoss miy croade 1 nsk of esor

induced emesis. Cardiovascular monitoring shol ld d sh

trocardingraphic monttoring to detect pnssrble hnias. it anﬁarmythmm drerzpy is administered, dlsopyn-
mide, procainamide and quinidine ca hazard of additive QT-prolonginy effects wnen lﬂs1md
in pa(rents with acuie overdosage of ROQUEL Similanty i is reasonable to expect that the

biocking properties of bretylium might be aditive to those of qurmaplno. rasulting In proolernlocmrm‘t;;ls on
There is o specifc antidote to SEROQUEL. Therefore apy ropoa ] suppomve meesrrrss should be l'he
powmlhy of muttple drag involvement should be ca i:y and circulatory coflapsa shoud
treated with 2ppropriate measures such as intravenous !Iulds andior pamomlmeﬁc agents (epinephrine and
dopamine should not be used, since beta stimulation may worsen pmensl the setting of quetiapine-
induced alpha blockd er) in cases of severe extrapyramidal sym endcnollnerph: medication shoukd be
administered. Close medical supervision and monitoring should contirtue unt the patient racovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.
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| never thought | could be myself again
[ @ ]

Now | can

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder and the treatment of
schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment.

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

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

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

@ Seroquel’

quetiapine fumarate

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

AstraZenecaC? .
AstraZeneca Pharmaceuticals LP R ed efl n e S u C C eSS
To prevent medication errars, write “SEROQUEL” clearly e

“ ” ¥ L o 2
on your Rx pad. Spell SEROQUEL clearly over the phone. Please see Brief Summary of Prescribing Information on following page.
© 2004 AstraZeneca Pharmaceuticals LP. All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies. 221563 8/04
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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 2. 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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* Increase y
e Choose from 3 dosage strengths:

25 mg, 50 mg, and 100 mg capsules
e Tailor therapy to the individual patient

Proven efficacy with
confidence-building benefits"

* Few drug-to-drug interactions

® Minimal cognitive impairment

® 63-hour half-life—the longest of any newer AED
* Convenient QD dosing”

=
zonegran

zonisamide capsules
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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: Fatalities have
occurrsc{ although rarely, as a result of severe reactions to
sulfe (zonisamide i it ide) /'nc/ua'm,q Ste-
vensfohnson syndrome, toxic ep | necrolysis, fulminant
hepatic necrosis, agranulocytosis, aplastic anemia, and other
blood dyscrasias. Such reactions may occur when a sulfon-
amide is readministered irrespective of the route of administra-
tion. If signs of hypersensitivily or other serious reactions occur,
discontinue zonisamide immediately. Specific experience wil

Zt;//fonamide—lype adverse reaction to zonisamide is described

low.

Serious Skin Reactions: Consideration should be given to dis-
continuing ZONEGRAN in patients who develop an otherwise
un ined rash. If the drug is not discontinued, patients
should be observed frequently. Seven decths from severe
rash [Ii.e, Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (T ENL] were reported in the first 11 years of market-
ing in Jopan. All of the patients were receiving other drugs
in addition to zonisamide. In g)osl—marketing experience from
Japan, a total of 49 cases of SJS or TEN have been reported,
a reporting rate of 46 per million patient-years of exposure.
Although this rate is greater than ground, it is probably an
underestimate of the true incidence because of under-report-
ing. There were no confirmed cases of 548 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 (27.8 events per
1000 patient years). Rash usually occurred early in freatment,
with 85% reported within 16 weeks in the US and European
studies and 50% reported within two weeks in the Jopanese
studies. There was no apparent relationship of dose to the
occurrence of rash.

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

Oligohidrosis and Hyperthermia in Pediatric Patients:
Oligohidrosis, somefimes resulting in heat stroke and hospi-
fization, is seen in iafion with zonisamide il iafric

o

=k

patients,

During the pre-approval development program in Japan, one
case of ol Prledrgs':s was in 4(?3?;th: paﬁms, an
incidence of T case per 285 patient-years of exposure. While
there were no cases n&on«r:l the US or European develop-
ment programs, fewer than 100 pediatric patients participated
in these trials.

In the first 11 years of marketing in Japan, 38 cases were
redaorhd, an estimated reporting rate about 1 case per
16,000 paﬁanf-zyears of exposure. In the first year of ma

S, 2 cases were

ing in the US, resaroted, an estimated reporting
rate of about 12 cases per 10,000 patient-years of exposure,
These rotes are underesfimates 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.

D d ing and an in femp:

above normal characterized these cases. Many <cases were re-
b 1 A ] &

rted after es.
rlzoi stroke, requiring hospitalization, was diagnosed in some
cases. There me gn nopr'eporhd eaths. o9
Pediatric patients appear fo be ot an increased risk for
ssomlrasoaon . chgohidios and h)"hper'hermiu.

Patients iall iafric pafients, freated with Zonegran
et Bt g ek s ks s
ing and i d , especially in warm or

hot weather. Caution should be used when zonisamide is
prescribed with other drugs that rredis&:se pafients to heat-
related disorders; these drugs include, but are not limited to,
carbonic anhydrase inhibitors and drugs with anficholinergic
activity.
The practitioner should be aware that the sofefy and effec-
fiveness of zonisamide in pediatric 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-
al of ZONEGRAN in patients with epilepsy may precipitate in-
creased seizure freqfuency or status epilegiicus. Dose reduction
or discontinuation of zonisamide should be done gradually.

Teratogenicity: Women of child bearing potential who are
given zonisamide should be advised to use effective contracep-
tion. Zonisamide was feratogenic in mice, rats, and dogs and
embryolethal in monkeys when administered during the period
of organogenesis. A vcrieg 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 o significant
risk to the felus [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 shouﬂi 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-
reloted adverse events. The most significant of these can be

classified into three general categories: 1) psychiatric symp-
toms, including depression and psychosis, 2} psychomotor
slowing, difficulty with conceniration, 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 compare:
to 0.4% of placebo patients, while 1.1% of ZONEGRAN and
0.4% of placebo patients aftempted suicide. Among all epilep-
sy patients treated with ZONEGRAN, 1.4% were discontinued
and 1.0% were hospitalized because of reported depression
or suicide attempts. In placebo-controlled frials, 2.2% of pe-
tients discontinued ZONEGRAN or were hospitalized due to
psychosis or psychosis-related symptoms comparedto none of the
Elacebo patients. Among all” epilepsy patients treated with
ONEGRAN, 0.9% were discontinved and 1.4% were hospi-
talized because of reported psychosis or related symptoms.

Psychomotor slowing and difficulg/ with concentration occurred
in the first month of freatment and were associated with doses
above 300 mg/day. Speech and language problems tended
to_occur after 6-10 weeks of freatment 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 Z NEERAN. Although
in most cases these events were of mild to moderate severity,
they led to withdrawal from treatment in 0.2% of the patients
enrolled in controlled trials. Somnolence and fatigue fended to
occur within the first month of freatment. Somnolence ond

tigue occurred most frequently at doses of 300-500 mg/day.

Patients should be cautioned about this possibility and special
care should be taken by patients if they drive, operate machin-
ery, or perform any hazardous fask.

PRECAUTIONS

General: Somnolence is commonly reported, especially at
higher doses of ZONEGRAN (see WARNINGS: Cognitive/
Neuropsychiatric A Events subsection). Zonisamide
is metabolized by the liver and eliminated by the kidneys;
caution should therefore be exercised when administering
ZONEGRAN to l’Faﬁents with_hepatic and renal dysfunction
(see CLINICAL PHARMACOLOGY, Special Populations subsec-
tion of full Precribing Information).

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

hg, etc.), a rate of 34 per 1000 patient-years of exposure
Ei 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 %847 per 1000 patientyears of exposure in the first six
months, 62.6 per 1080 atient-years of exposure between 6
and 12 months, and 24.3 per ]500 patientyears of exposure
after 12 months of use. There are no normative sonographic
dota ovailable for either the general population or patients with
epilepsy. The clinical significance of the sonographic finding is
unknown. The onulyzeg stones were composed of calcium or
urate salts. In general, increasing fluid intake and urine output
can help reduce the risk of stone formation, particularly in
those with predisposing risk factors. It is unknown, however,
whether these measures will reduce the risk of stone formation
in patients ireated 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
nifrogen (BUN] compared fo essentially no change in the plo-
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 longterm use. ZONEGRAN should be
discontinued in patients who develop acute renal failure or o
clinically significant sustained increase in the creatinine/BUN
concentration. ZONEGRAN should not be used in patients with
renal failure {estimated GFR < 50 mL/min) as there has been
insufficient experience concerning drug dosing and toxicity.

Sudden Unexplained Death in Epilepsy: During the develop-
ment of ZONEGRAN, nine sud‘ren unexploined deaths
occurred among 991 patients with epilepsy receiviniZONE-
GRAN for whom accurafe exposure data are available. This
represents an incidence of 7.7 deaths per 1000 patient years.
Although this rate exceeds that expected in a healthy popula-
tion, it is within the range of estimates for the incidence of
sudden unexplained deaths in patients with refractory epilepsy
not receiving ZONEGRAN {ranging from 0.5 per 1000 po-
tient-years 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 and surgical failures). Some
of the deaths could represent seizurerelated deaths in which
the seizure was not observed.
Status Epilepticus: Estimates of the incidence of treatment
eme:?em status epilepticus in ZONEGRANHreated patients
are difficult because a standard definifion was not employed.
Nonetheless, in controlled trials, 1.1% of patients freated
with ZONEGRAN had an event labeled as status epilepticus
compared to none of the patients treated with placebo. Among
afients treated with ZONEGRAN across all epilepsy sfudies
rcontrclled and uncontrolled), 1.0% of patients had an event
reported as status epilepticus.
Credfine Phosphoki {CPK) El and P titis: In
the postmarket setting, the following rare adverse events have
been observed (<1 :]%OO):

If patients toking 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., tapering and/or discontinuance of zonisamide should be
considered and appropriate freatment initiated.

Patients taking zonisamide that manifest clinical signs and
symptoms of pancreatitis should have pancreatic lipase and
amylase levels monitored. If pancreatitis is evident, in the
absence of ancther obvious cause, tapering and/or discon-
tinuation of zonisamide should be considered and appropriate
treatment initiated.

Information for Patients: Patients should be advised as fol-

IOWS!

1. ZONEGRAN may produce drowsiness, especially ot higher
doses. Patients should be advised not to drive a car or
operate other :om'slex machinery until they have gained
experience on ZONEGRAN sufficient to determine
it affects their mance.

. 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, o
dominal pain, and/or blood in the urine, that could indicate
a kidney stone. Increasing fluid intoke and urine output ma
reduce the risk of stone formation, particufarly in those wif
predisposing risk factors for stones.

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

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 physician
if they intend fo become pregnant or are pregnant during
ZON%GRAN therapy. Patients should notify their physician
if they intend fo breastfeed or are breastfeeding an infant.

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

Laboratory Tests: In several clinical studies, zonisamide was
associcfegwifh a mean increase in the concentration of serum
creafinine and blood urea nitrogen (BUN} of approximately
8% over the baseline measurement. Consideration should

iven 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 o a 3% mean increase in placebo-treat-
ed patients. These changes were not statistically significant.
The clinical relevance of these changes is unknown.

Drug Interactions: Effects of ZONEGRAN on the pharmacoki-
netics of other anr/epi/efsy a’nfs {AEDs): Zonisamide had no
onrecioble effect on the steady state plasma concentrations
o r)henytoin, carbamazepine, or valproate during clinical
trials. Zonisamide did not inhibit mixed-function liver oxidase
enzymes [cylochrome P450), as measured in human liver
microsomal preparations, in vitro. Zonisamide is not expected
to interfere with the metabolism of other drugs that are metabo-
lized by cytochrome P450 isozymes.

Effects of other drugs on ZONEGRAN pharmacokinetics: Drugs
that induce liver enzymes increase the mefabolism and clear-
ance of zonisomide and decrease its haiflife. The halflife 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 affected by cimetidine {300 mg
four times a day for 12 days).

Carcil icity, Mutagenesis, Impairment of Fertility: No evi-
dence of carcinogenicity was found in mice or rats following
dietary administration of zonisamide for two years at doses
of up to 80 mg/kg/day. in mice, this dose is approximately
equivalent to the maximum recommended human dose {MRHD
of 400 mg/day on o mg/m? basis. In rats, this dose is 1~

times the MRHgon 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 toxicity {decreased corpora lutea, implantations,
and live fetuses} at all doses. The low dose in tﬁis 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 (see WARNINGS, Teratoge-
nicity subsection): Zonisamide was teratogenic in mice, rats,
and” dogs and embryolethal in monkeys when administered
during the period of organogenesis. Fefal abnormalities or
embryofetal deaths occurred in these species at zonisamide
dosage and maternal plosma levels similar fo or lower than
therapeutic levels in humans, indicating that use of this dru,

in pregnancy entails a significant risk 1o the fetus. A variety of
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
onomclies}’were found at doses of 30 mg/kg/day or greater.
The low effect dose for malformations produced peak mater-
nal ﬁlasma zonisamide levels (25 pg/ml) about 0.5 times
the highest plasma levels measured in patients receivin

the maximum recommended human dose (MRHD) of 408
mg/day. In dogs, cardiovascular malformations were found
in approximately 50% of all fetuses exposed fo the high dose,
which was associated with maternal plasma levels (44 pg/ml)
approximately equal to the highest levels measured in humans
receiving the MRHD. Incidences of skeletal malformations were
also increased at the high dose, and fetal growth retardation
and increased frequencies of skeletal variafions were seen at
all doses in this study. The low dose produced maternal plasma
levels {12 pg/ml) obout 0.25 fimes the highest human Evels,

In cynomolgus monkeys, administration of zonisamide {10 or
20 mg/kg/day} to pregnant animals during organogenesis
resulted in embryo-fetal deaths at both doses. The possibility
that these deaths were due to malformations cannot be ruled
out. The lowest embryolethal dose in monkeys was associated
with peak maternal plasma zonisamide levels {5 pg/ml) ap-
proximately O.1 times the highest levels measured in patients
at the MRIXD.

In @ mouse embryo-fetal development study, treatment of preg-
nant animals with zonisamide (f)25, 250, or 500 mg/kg/%cy
during the period of organogenesis resulted in increase
incidences of fetal malformations [skeletal and/or craniofacial
defects) at all doses tested. The low dose in this study is ap-
proximately 1.5 times the MRHD on a mg/m? basis. In rats, in-
creased frequencies of malformations (cardiovascular defectsc!
and variations {persistent cords of thymic tissue, decrease
skeletal ossification) were observed omong the offspring of
dams treated with zonisamide (20, 60, or 200 mg /gc
throughout organogenesis ot all doses. The low effect gose 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/doy} from
the latter part of gestation up to weaning at 'Ee high dose, or
aﬁproximorel 1.4 times the MRHD on a mg/m? basis. The no
effect level of 30 mg/kg/day is approximately 0.7 times the
MRHD on a mg/m? basis.

There are no adequate and well-controlled studies in pregnant
women. ZONEGRAN should be used durin pre%nancy only if
the potential benefit justifies the potential risk to the fetus.

Labor and Delivery: The effect of ZONEGRAN on labor and
delivery in humans is not known.

Use in Nursing Mothers: It is not known whether zonisamide
is excreted in human milk. Because many drugs are excreted
in human milk and because of the potential for sericus 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.

Pediatric Use: The safety and effectiveness of ZONEGRAN
in children under age 16 have not been established. Cases
of oligohidrosis and 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 Popun:ﬁons subsection in full
Prescribing Information). Clinical studies of zonisamide did
not include sufficient numbers of subjects aged 65 and over
to determine whether they respond differently from younger
subjects. Other reported clinical experience has not igen'ifged
differences in responses between the elderly and younger pa-
tients. In general, dose selection for an elderly patient should
be cautious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal,
or cardiac function, and of concomitant disease or other drug
therapy.

ADVERSE REACTIONS

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

In controlled clinical frials, 12% of patients receiving ZONE-
GRAN as adjunctive therapy discontinued due to an adverse
event compared to 6% receiving placebo. Approximately 21%
of the 1,336 patients with epilepsy who received ZONEGRAN
in clinical srué)ies discontinued freatment because of an adverse
event. The adverse events most commonly associated with dis-
continuation were somnolence, fatigue and/or ataxia (6%),
anorexio [{3%), difficulty concentrating {2%], difficulty witl
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 confrolled 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 infensity.

The prescriber should be aware that these figures, obtained
when ZONEGRAN was added to concurrent AED therapy,
cannot be used to predict the frequency of adverse events
in the course of usual 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. Incidence (%) of Ti E Adverse Events
in Placebo-Controlled, Add-On Trials (Events that oc-

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

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

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

té%/3%), Flu Syndrome [4%/3%) DIGESTIVE Anorexia

13%/6%), Nausea (9%/6%), Diarrhea (5%/2%), D Sﬁe sia
3%/1%), Constipation {2%/ 1%}, Dry Mouth (2%/1"2 E&A-
OLOGIS AND LYMPHATIC Ecchymosis (2%/1%)} METABOLIC
AND NUTRITIONAL Weight Loss [3%/2%) NERVOUS SYSTEM
Dizziness (13%/7%), Ataxia (6%/]°ok stagmus géo/Z"/\e)E,
Paresthesia [4%,/1%) NEUROPSYCHI TR|Z D COGNITI
DYSFUNCTION-ALTERED COGNITIVE FUNCTION Confusion
1\2%/3%)‘ Difficully 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
E)%/A% , Depression {6%/3%), Insomnia ?6%/3% , Anxiel

3%/2%), Nervousness (2%/1%) NEUROPSYCHIATRIC AN
OGNITIVE DYSFUNCTION-BEHAVIORAL ABNORMALITIES
{PYSCHOSIS-RELATED) Schizophrenic/Schizophreniform
Behavior (2%/0%) NEUROPSYCHIATRIC AND COGNITIVE
DYSFUNCTION-CNS DEPRESSION Somnolence {17%/7%},
Fatigue (8%/6%), Tiredness (7%/5%) NEUROPSYCHIATRIC
AND COGNITIVE DYSFUNCTION-SPEECH AND LANGUAGE
ABNORMALITIES Speech Abnormalities (5%/2%), Difficulties
in Verbal Expression {2%/<1%) RESPIRATORY Rhinitis {2%/
1%) SKIN AND APPENDAGES Rash (3%/2%) SPECIAL SENSES
Diplopia {6%/3%), Taste Perversion (2%/0%)
Other Adverse Events Observed During Clinical Trials: ZONE-
GRAN has been administered to 1,598 individuals during all
clinical trials, only some of which were placebo-controlled.
During these frials, all events were recorded by the investiga-
tors using their own ferms. To provide a useful estimate of the
ﬁroporﬁon of individuals hcvinﬁ adverse events, similar events
ave been grouped into a smaller number of standardized cat-
egories using a modified COSTART dictionary. The frequencies
represent the proportion of the 1,598 individuals exposed to
ZSNEGRAN who experienced an event on at least one occa-
sion. All events are included except those already listed in the
previous table or discussed in WARNINGS or PRECAUTIONS,
trivial events, those too general to be informative, and those not
reasonably associated with ZONEGRAN.

Events are further classified within each category and listed in
order of decreasing frequency as follows: frequent occurring
in at least 1:100 patient; infrequent occurring in 1:100 to T:
1000 patients; rare occurring in fewer than 131000 patients.

Body as a Whole: Frequent: Accidental injury, asthenia. /nfre-
quent: Chest pain, flank pain, malaise, allergic reaction, face
edema, neck rigiJity. 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. Infrequent: Flatulence, gingivitis,
um hyperplasia, gastrifis,” gastroenteritis, stomatitis, chole-
ithiasis, glossitis, melena, rectal hemorrhage, ulcerative sto-
matitis, gastro-duodenal ulcer, dysphagia, gum hemorrhage.
Rare: gholcngiiis hematemesis, cholecystitis, cholestatic
jaundice, colitis, Juodenitis, esophagitis, fecal incontinence,
mouth ulceration.
H, . )

b ic and Lymp Infrequent: Leukopenia, anemia,
immunodeticiency, lymphadenopathy. Rare: Fhrombocytop&
nia, microcytic anemia, petechia.

Metabolic and Nutritional: /nfrequent: Peripheral edema,
weight gain, edema, thirst, dehydration. Rare: Hypoglyce-
mia, hyponatremia, lactic dehydrogenase increc:sed},:‘sg OT
increased, SGPT increased.

Musculoskeletal: /nfrequent: Leg cramps, myalgia, myasthenia,
arthralgia, arthritis.

Nervous System: Frequent: Tremor, convulsion, abnormal gait,
hyperesthesia, incoordinafion. Infrequent: Hypertonia, twitch-
ing, abnormal dreams, vertigo, libido decreased, neuropathy,
hyperkinesia, movement disorder, dysarthria, cerebrovascular
accident, hypotonia, peripheral neuritis, parathesia, reflexes
increased. Rare: Circumoral paresthesia, dyskinesia, dystonia,
encephalopathy, facial paralysis, hypokinesia, hyperesthesia,
myoclonus, oculogyric crisis.

Behavioral Abnormalities ~ Non-Psychosis-Related: /nfrequent:
Euphoria.

Respiratory: Fre%uenf: Pharyngitis, cough increased. Infre-
quent: Dyspnea. Rare: Apned, hemoptysis.

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

Special Senses: Frequent: Amblyopia, finnitus. Infrequent: 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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