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The most common adverse events included loss of appetite, insomnia, abdominal pain, and
emotional lability.
As with other psychostimulants indicated for ADHD, there is a potential for exacerbating
motor and phonic tics and Tourette's syndrome. A side effect seen with the amphetamine
class is psychosis. Caution also should be exercised in patients with a history of psychosis.
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With efficacy that goes beyond adequate *
symptom control—to help them reach new heights

• Reduces symptoms to a level comparable to that of
non-ADHD children1

• Effectively addresses the core impairments of ADHD—inattenti<
hyperactivity, and impulsivity2

• Once-daily dosing provides day-long improvement in academic
productivity and social functioning34

Pfeose see references and brief summary of prescribing Information
on adjacent page.

www.ADDERALLXR.com
www.ADHDSupportCompany.com

Shire US Inc.
...your ADHD support company-

1-800-828-2088 Shire
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ADD iRALLXR*
5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sultate Dextroamphetamine Saccharate
Amphetamine Aspartate Monohydrate Amphetamine Sulfate

Reach new heights

Abuse of amphetamines may lead to dependence. ADDERALL XR is contraindicated in patients
with symptomatic cardiovascular disease, moderate to severe hypertension, hyperthyroidism
and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug
abuse, or current or recent use of MAO inhibitors. ADDERALL XR should be prescribed with
close physician supervision.
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR" CAPSULES Cll Rx Only

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

ONE DO S E DA I LY

INDICATIONS ADDERALL XR9 is indicated for the treatment of Attention Deficit Hyperactivity Disorder
(ADHD). The efficacy of ADDERALL XR* in the treatment of ADHD was established on the basis of two
controlled trials of children aged 6 to 12 who met DSM-IV criteria for ADHD, along with extrapolation from the
known efficacy of ADDERALL0, the immediate-release formulation of this substance. CONTRAINDICATIONS
Advanced arteriosclerosis, symptomatic cardiovascular disease, moderate to severe hypertension,
hyperthyroidism, known hypersensitivity or idiosyncrasy to the sympathomimetic amines, glaucoma. Agitated
states. Patients with a history of drug abuse. During or within 14 days following the administration of
monoamine oxidase inhibitors (hypertensive crises may result). WARNINGS Psychosis: Clinical experience
suggests that, in psychotic patients, administration of amphetamine may exacerbate symptoms of behavior
disturbance and thought disorder. Long-Term Suppression of Growth: Data are inadequate to determine
whether chronic use of stimulants in children, including amphetamine, may be causally associated with
suppression of growth. Therefore, growth should be monitored
during treatment, and patients who are not growing or gaining
weight as expected should have their treatment interrupted.
PRECAUTIONS General: The least amount of amphetamine feasible
should be prescribed or dispensed at one time in order to minimize
the possibility of overdosage. Hypertension and other
Cardiovascular Conditions: Caution is to be exercised in
prescribing amphetamines for patients with even mild hypertension
(see CONTRAINDICATIONS). Blood pressure and pulse should be
monitored at appropriate intervals in patients taking
ADDERALL XR*, especially patients with hypertension. Tics:
Amphetamines have been reported to exacerbate motor and phonic
tics and Tourette's syndrome. Therefore, clinical evaluation for tics
and Tourette's syndrome in children and their families should
precede use of stimulant medications. Information for Patients:
Amphetamines may impair the ability of the patient to engage in
potentially hazardous activities such as operating machinery or vehicles; the patient should therefore be
cautioned accordingly. Drug Interactions: Acidifying agents—Gastrointestinal acidifying agents (guanethidine,
reserpine, glutamic acid HCI, ascorbic acid, etc.) lower absorption of amphetamines. Urinary acidifying
agents—These agents (ammonium chloride, sodium acid phosphate, etc.) increase the concentration of the
ionized species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of agents
lower blood levels and efficacy of amphetamines. Adrenergic blockers—Adrenergic blockers are inhibited by
amphetamines. Atkalinizing agents—Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase
absorption of amphetamines. Co-administration of ADDERALL XR® and gastrointestinal alkalinizing agents,
such as antacids, should be avoided. Urinary alkalinizing agents (acetazolamide, some thiazides) increase the
concentration of the non-ionized species of the amphetamine molecule, thereby decreasing urinary excretion.
Both groups of agents increase blood levels and therefore potentiate the actions of amphetamines.
Antidepressants, fricyc/Zc—Amphetamines may enhance the activity of tricyclic antidepressants or
sympathomimetic agents; d-amphetamine with desipramine or protriptyline and possibly other tricyclics
cause striking and sustained increases in the concentration of d-amphetamine in the brain; cardiovascular
effects can be potentiated. MAO inhibitors—MA0I antidepressants, as well as a metabolite of furazolidone,
slow amphetamine metabolism. This slowing potentiates amphetamines, increasing their effect on the release
of norepinephrine and other monoamines from adrenergic nerve endings; this can cause headaches and other
signs of hypertensive crisis. A variety of toxic neurological effects and malignant hyperpyrexia can occur,
sometimes with fatal results. Antihistamines—Amphetamines may counteract the sedative effect of
antihistamines. Antihypertensives—Amphetamines may antagonize the hypotensive effects of
antihypertensives. Chlorpromazine—Chlorpromazine blocks dopamine and norepinephrine receptors, thus
inhibiting the central stimulant effects of amphetamines, and can be used to treat amphetamine poisoning.
Ethosuximide—Amphetamines may delay intestinal absorption of ethosuximide. Haloperidol—Haloperidol
blocks dopamine receptors, thus inhibiting the central stimulant effects of amphetamines. Lithium
carbonate—The anorectic and stimulatory effects of amphetamines may be inhibited by lithium carbonate.
Mepehdine—Amphetamines potentiate the analgesic effect of meperidine. Methenamine therapy—Urinary
excretion of amphetamines is increased, and efficacy is reduced, by acidifying agents used in methenamine
therapy. Norepinephrine—Amphetamines enhance the adrenergic effect of norepinephrine. Phenobarbital—
Amphetamines may delay intestinal absorption of phenobarbital; co-administration of phenobarbital may
produce a synergistic anticonvulsant action. Phenytoin—Amphetamines may delay intestinal absorption of
phenytoin; co-administration of phenytoin may produce a synergistic anticonvulsant action. Propoxyphene—
In cases of propoxyphene overdosage, amphetamine CNS stimulation is potentiated and fatal convulsions can
occur. Veratrum alkaloids—Amphetamines inhibit the hypotensive effect of veratrum alkaloids.
Drug/Laboratory Test Interactions: Amphetamines can cause a significant elevation in plasma corticosteroid
levels. This increase is greatest in the evening. Amphetamines may interfere with urinary steroid
determinations. Carclnogenesis/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 closes are approximately 2.4,1.5, and 0,8 times, respectively, the
maximum recommended human dose of 30 mg/day on a mg/nf body surface area basis. Amphetamine, in
the enantiomer ratio present in ADDERALL® (immediate-release)(d- to I- ratio of 3:1), was not clastogenic in
the mouse bone marrow micronucleus test in wVoand was negative when tested in the E. co//component of
the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce a positive
response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and negative
responses in the in vitro sister chromatid exchange and chromosomal aberration assays. Amphetamine, in the
enantiomer ratio present in ADDERALL® (immediate-release)(d- to I- ratio of 3:1), did not adversely affect
fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately 5 times the
maximum recommended human dose of 30 mg/day on a mg/nf body surface area basis). Pregnancy:
Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to I- ratio of 3:1), had
no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,
respectively. These doses are approximately 1.5 and 8 times, respectively, the maximum recommended human
dose of 30 mg/day on a mg/nf body surface area basis. Fetal malformations and death have been reported in
mice following parenteral administration ol d-amphetamine doses of 50 mg/kg/day (approximately 6 times the
maximum recommended human dose of 30 mg/day on a mg/nf basis) or greater to pregnant animals.
Administration of these doses was also associated with severe maternal toxicity. A number of studies in
rodents indicate that prenatal or early postnatal exposure to amphetamine (d- or d,l-), at doses similar to those
used clinically, can result in long-term neurochemical and behavioral alterations. Reported behavioral effects
include learning and memory deficits, altered locomotor activity, and changes in sexual function. There are no
adequate and well-controlled studies in pregnant women. There has been one report of severe congenital bony
deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a woman who took
dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy. Amphetamines should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Nonteratogenic
Effects: Infants born to mothers dependent on amphetamines have an increased risk of premature delivery
and low birth weight. Also, these infants may experience symptoms of withdrawal as demonstrated by

HEBERALLXRI®

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 AODERALL XR* in 3-5 year olds have not been studied. Long-term effects of
amphetamines in children have not been well established. Amphetamines are not recommended for use in
children under 3 years of age. Geriatric Use: ADDERALL XR* has not been studied in the geriatric population.
ADVERSE EVENTS The premarketing development program for ADDERALL XR* included exposures in a total
of 685 participants in clinical trials (615 patients, 70 healthy adult subjects). These participants received
ADDERALL XR* at daily doses up to 30 mg. The 615 patients (ages 6 to 12) were evaluated in two controlled
clinical studies, one open-label clinical study, and one single-dose clinical pharmacology study (N=20). Safety
data on all patients are included in the discussion that follows. Adverse reactions were assessed by collecting
adverse events, results of physical examinations, vital signs, weights, laboratory analyses, and ECGs. Adverse
events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the
proportion of individuals experiencing adverse events without first grouping similar types of events into a
smaller number of standardized event categories. In the tables and listings that follow, COSTART terminology
has been used to classify reported adverse events. The stated frequencies of adverse events represent the
proportion of individuals who experienced, at least once, a treatment-emergent adverse event of the type listed.
Adverse events associated with discontinuation of treatment: In two placebo-controlled studies of up to

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

5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dext roamphetamine Sul fate Dext roamphetamine Saccharate
Amphe tam ine Aspar ta te Monohydrate Amphe tam ine Sulfate

Adverse event

Anorexia (loss of appetite)
Insomnia
Weight loss
Emotional lability
Depression

'o of patients discontinuing fN=595)

2.9
1.5
1.2
1.0
0.7

Adverse events occurring in a controlled trial: Adverse events reported in a 3-week clinical trial of pediatric
patients treated with ADDERALL XR* or placebo are presented in the table below. The prescriber should be
aware that these figures cannot be used to predict the incidence of adverse events in the course of usual
medical practice where patient characteristics and other factors differ from those which prevailed in the clinical
trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical
investigations involving different treatments, uses, and investigators. The cited figures, however, do provide
the prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors
to the adverse event incidence rate in the population studied.

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

Body System
General

Digestive System

Nervous System

Metabolic/Nutritional

Preferred Term
Abdominal Pain (stomachache)
Accidental Injury
Asthenia (fatigue)
Fever
Infection
Viral Infection
Loss of Appetite
Diarrhea
Dyspepsia
Nausea
Vomitina
Dizziness
Emotional Lability
Insomnia
Nervousness
Weight Loss

ADDERALL XR*(N-374)
14%
3%
2%
5%
4%
2%
22%
2%
2%
5%
7%
2%
9%
17%
6%
4%

Placebo (N.210)
10%
2%
0%
2%
2%
0%
2%
1%
1%
3%
4%
0%
2%
2%
2%
0%

The following adverse reactions have been associated with amphetamine use: Cardiovascular: Palpitations,
tachycardia, elevation of blood pressure. There have been isolated reports of cardiomyopathy associated with
chronic amphetamine use. Central Nervous System: Psychotic episodes at recommended doses,
overstimulation, restlessness, dizziness, insomnia, euphoria, dyskinesia, dysphoria, tremor, headache,
exacerbation of motor and phonic tics and Tourette's syndrome. Gastrointestinal: Dryness of the mouth,
unpleasant taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia and weight loss may
occur as undesirable effects. Allergic: Urticaria. Endocrine: impotence, changes in libido. DRUG ABUSE AND
DEPENDENCE ADDERALL XR* is a Schedule II controlled substance. Amphetamines have been extensively
abused. Tolerance, extreme psychological dependence, and severe social disability have occurred. There are
reports of patients who have increased the dosage to many times that recommended. Abrupt cessation
following prolonged high dosage administration results in extreme fatigue and mental depression; changes are
also noted on the sleep EEG. Manifestations of chronic intoxication with amphetamines may include severe
dermatoses, marked insomnia, irritability, hyperactivity, and personality changes. The most severe
manifestation of chronic intoxication is psychosis, often clinically indistinguishable from schizophrenia.
OVERDOSAGE Individual patient response to amphetamines varies widely. Toxic symptoms may occur
idiosyncratically at low doses. Symptoms: Manifestations of acute overdosage with amphetamines include
restlessness, tremor, hyperreflexia, rapid respiration, confusion, assaultiveness, hallucinations, panic states,
hyperpyrexia and rhabdomyolysis. Fatigue and depression usually follow the central nervous system
stimulation. Cardiovascular effects include arrhythmias, hypertension or hypotension and circulatory collapse.
Gastrointestinal symptoms include nausea, vomiting, diarrhea, and abdominal cramps. Fatal poisoning is
usually preceded by convulsions and coma. Treatment: Consult with a Certified Poison Control Center for up-
to-date guidance and advice. Management of acute amphetamine intoxication is largely symptomatic and
includes gastric lavage, administration of activated charcoal, administration of a cathartic and sedation.
Experience with hemodialysis or peritoneal dialysis is inadequate to permit recommendation in this regard.
Acidification of the urine increases amphetamine excretion, but is believed to increase risk of acute renal
failure if myoglobinuria is present. If acute severe hypertension complicates amphetamine overdosage,
administration of intravenous phentolamine has been suggested. However, a gradual drop in blood pressure
will usually result when sufficient sedation has been achieved. Chlorpromazine antagonizes the central
stimulant effects of amphetamines and can be used to treat amphetamine intoxication. The prolonged release
of mixed amphetamine salts from ADDERALL XR® should be considered when treating patients with
overdose. Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F). Excursions
permitted to 15-30° C (59-86° F) [see USP Controlled Room Temperature], Manufactured by DSM
Pharmaceuticals Inc., Greenville, North Carolina 27834. Distributed and marketed by Shire US Inc., Newport,
KY 41071. For more information call 1-800-828-2088 or visit www.adderallxr.com. ADDERALL* is registered
in the US Patent and Trademark Office.
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Author Guidelines

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

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

Original Research presents methodologically sound
original data.

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

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

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

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

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

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

Manuscript Preparation
Length Reviews and Original Research should not
exceed 5,000 words (excluding References). Diagnostic
and treatment algorithms should contain an introduc-
tion, flowcharts or a series of graphs, and a concise
summary. Letters should not exceed 1,500 words. Single
Case Reports should not exceed 3,750 words and may be
submitted with a photograph, if applicable.

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

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

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

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

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

References Please use American Medical Association
style. References should be superscripted in text, then
numbered, and comprehensive in list. See the following
examples:

1. Jones J. Necrotizing Candida esophagitis. JAMA. 1980;244:2190-2191.
2. Stryer L. Biochemistry. 2nd ed. San Francisco, Calif: WH Freeman

Co; 1980:559-596.
3. Alzheimer's Disease Cooperative Study. Valproate protocal. Available

at: http://adcs.ucsd.edu/VPJtotocol.htm. Accessed October 15, 2003.

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

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

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

Submission Checklist
• Original manuscript plus one copy, with cover letter on

author's letterhead
• Copies of permission letters to reproduce previously

published and unpublished material
• A brief abstract of the article
D Six CME multiple-choice questions with answers
D Three to six focus points
• Disk labeled with the word processing program, title of

paper, and lead author's name
• Names and affiliations of three to five potential peer

reviewers
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SSSSfSS^SSt'SimmlSi'SiSmi mmv dtSexTlie
enftcv ol SEROQUEL m acute bipolar ma'na was established in two 3-week monotheraov trials and one 3-week
adiund t h e m * trial ol binokir I patients mitialrv hosntalrzed lor uo to 7 daw lor acute mania Effectiveness for
m . l h a n 3 i B * s h a s n o t c « s S t e m a « c a l l y f V a l i i a t S i n c l n i c a l t r » . Therefore, the physican who elects to use
SEROQUEL for extended periods should periodically re-evaluate the long-term risks and benefits of the drug for
the indivklual patient Schlzophmta' SEROQUEL is indicated for the treatment of schizophrenia The efficacy of
SEROQUEL in schrzophrena was established in short-term (6-week) controlled trials of schizophrenic inpatients
The effectiveness of SEROQUEL in long-term use, that is, lor more than 6 weeks, has not been systematically
evaluated in controlled trials Therefore the ohvsician «ho elects to use SEROQUELfor extended periods should
S S l v devaluate the tad-term usefulness of the drug for the individual patient

S E B O O U E L ® ( q u e t i a p i n e f u m a r a t e ) Tab le ts S E R O Q U E L ® (quet iap ine f u m a r a t e ) Tablets

L is contraindicated in individuals with a known hypersensrtivrty to this media-
ton or my ot ns ingredients.

W M K S : Wimlepti t Ma l lgnM Syndrome (NMS): A potentially fatal symptom complex sometimes referred to
as Neuroleptic Malignant Syndrome (NMS) has been reported in association wih administration of antipsychotic
H U B including SEROQUEL Rare cases of NMS have been reported with SEROQUEL Clinical manifestations of
NMS are hyperpyrexii, muscle rigidly, alered mental status, and evidence of autonomic instability (irregular pulse
or bkod pressure, tachycardia, diaphoresis and cardiac dysrhylhme). Additional signs may include elevated crea-
foe phospbokinase, mycglobinuria (rhabdomyolysB) and acute renal failure. The diagnostic evaluation of patients
n i l I B syndrome s complicated. In arriving at a diagnosis,»is important to exclude cases where the clinical pre-
lentation includes both serious medical illness (e.g., pneumonia, systems infection, etc.) and untreated or made-
quatery treated extripyramidai signs and symptoms (EPS). Other important considerations in the differential dlag-
nosis Mude central arricholinergic toxicty, heat stroke, drug fever and primary central nervous system (CNS)
pathology. The management of NMS should include' I ) immedate discontinuation ot antipsychotic drugs and other
drugs notessential to concurrenttherapy; 2) intensive symptomatic treatmentand medical mDniterinc; and 3) neat-
ment ol any eoncomiant serious medical problems for whktt specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS If a patient requires antipsychotic drug
treatment after recovery from NMS. ttie potential reintroducton of drug therapy should be carefully considered The
patent should be c a r e t * monitored since recurrences of NMS have been reported, Tardrva OysUnesia: A syn-
drome of Mientalty irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotc drugs. Although the prevalence ol the syndrome appears to be highest among the elderiy, especially elderiy
women, i is impossible to * upon prevalence estimates to predict at the inception of antipsychotic treatment,
w h i * patients are i W y to develop the syndrome. Whether antipsychotic drug products differ in their potential to
causetardive dyskinesia is unknown The risk of developing tardrve dyskinesia and the likelihood that it will become
imversibktare beSeved to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However the syndrome can develop, although much less commonry, after rel-
lively brief treatment periods at low doses. There is no known treatment lor established cases of tardive OysMnesia,
although the syndrome may remrt, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, isel , however, may suppress (or partialry suppress) the sons and symptoms of the syndrome and there-
by may possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term
course ot the syndrome is unknown. Given these considerations, SEROOUEL should be prescribed in a manner that
is most Ikely to minimize the occurrence ol tardrve dyskinesa Chronic antipsychotic treatment should generally be
reserved lor patients who appear to sutler Irom a chronic illness that ( I ) is known to respond to antipsychotic drugs,
and (2| for whom alternative equaliy effective, but p o t e n t * less harmful treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration ol treatment produc-
i » a satisfactory clinical response should be sought. The need lor continued treatment should he reassessed peri-
odtalry.«sons and symptoms ol tardive dyskinesia appear in a patent on SEROQUEL drug discontinuation should
be considered. However, some patents may require treatment with SEROQUEL despite the presence of the syn-
drome. Hffwtt farnla and D laWl i i M l t j s : Hyperglycemia, in some cases extreme and associated with ketoad-
dosis or hyperosmolar coma or death, has been reported in patients treated with atypical antipsychohcs, including
SEROQUEL Assessment of the relationship between atypical antipsychotic use and glucose aonormalities is com-
plicated by the possibility of an irtreased background risk of diabetes menus in patients with schizophrenia and
tne increasing incidence of diabetes mellus in the general population. Given these contenders, the relationship
between atypical antipsychofc use and hyperglycemia-related adverse events is not completely understood.
However, effiemiolooical studies suggest an increased risk of treatment-emergent Hyperglycemia-related adverse
events in patients treated wih the atypical antipsychotts. Precise risk estimates lor hyperglycemia-related adverse
events hi patients treated with atypicaTantipsyctiotics are not available. Patients with an established diagnosis of dia-
betes menus who are started on a t y p d antipsychotics stiould be monitored regularly lor worsening ot glucose
cortlrol. Patients with risk factors for diabetes nStitus (eg, obesity, family history ofdiabetes) who are starting treat-
runt with atypical antipsychotts should undergo fasting blood glucose testing at the beginning ol treatment and

• " ally dunng treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms ol
/cema including polydipsia, polyuria, polyptiagia. and weakness. Patents who develop symptoms of hyper-

M duringtreatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
,H lycemia has resolved when the atypici antipsychotic was discontinued: however, some patients required

cofitinuailon of anti-diabetic treatment despite discontnuation of tne suspect drug.

ie Hypoiemlon: SEROQUEL may induce orthostatic hypotension assodated
with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration period, prob-
atty reflecting its cyadrenergic antagonist properties. Syncope was reported in 1 % (23/2567) of the patients
treated with SEROQUEL, compared with 0% (0/607} on placebo and about 0.4% (2/527) on active control drugs.
SEROQUEL should be used with particular caution in patients with known cardiovascular disease (history oi
myocardial infarction ot ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease
or conditions which would predispose patients to hypotension (dehydration, hypovolemia and treatment with anti-
hypertensive medications), The risk of orthostatic hypotension and syncope may be minimized by limiting the ini-

" " ) bkt. If hypotension occurs during titration to the target dose, a return to the previous dose in the
is appropriate. Cataracts: Ttie dmlopment of cataracts was observed in association with que-

trt in cKrrnle dog stmNai ( I N Animal Toiicolcm in Prescribing Information). Lens changes have
H H bent o b n m d in pttlentt during long-twin SEROQUEL treatment, but a causal relationship to SEROQUEL

in = * patients (see OrthostaSc Hypotension), Infonnalion for Paliants: Physicians are advised to discuss the
following issues wih patients for whom they prescribe SEROQUEL Orthostatic Hypotension: Patients should be
i I k ™ l of • » r i * ° ' orthostatic hypotension, especially during the 3-5 day period of initial dose tiration, and also
at times of re-inftiating treatment or increases in dose, loletferenc. with Cognitive and Motor Performance: Since
somnolence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnolence, especially during ttie 3-5 day period of initial dose titration. Patients should be
a t o n e d about performing any activity requiring mental alertness, such as operating a motor vehicle (including
automobiles) or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to notify their physician Jthey become pregnant or

S E R M J E L C™omltant » * * » : & * « * ' medications, patients should be advised to notify their physi-

c ( a n s j m e y are K ^ or p t o l t0 | j k e l r i y prescription or over-the-counter drugs Alcohol: Patients should be
advised to avoid consuming alcoholic beverages while taking SEROQUEL Heal Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Laboratory Tests: Mo spe-
cific Moratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have not been extensively evaluated in s y s t e m * studies. Given the primary CNS effects of SEROQUEL,tau-
Son should be used when it is taken in combination win other central acting drugs. SEROOUEL potentated the
cognitive and motor effects of alcohol in i clinical trai in subjects win selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL. Because of is potential for inducing hypotension, SEROQUEL
may enhance the effects of certain antihypertensrve agents SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Eflett ol Ollrer Drugs on Ouetlapine: Phenyloln: Coadministration of quetiapine (250 mg
tidjand phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses ol
SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.g, carbamazepine, barbiturates, rifampin, glucocorticoids). Caution
should be taken I phenytoin is withdrawn and replaced with a non-inducer (e.g, valproate). Olvalproei:
Coadministration of quetiapine (ISO mg bid) and divalproex (500 mg bid) increased the mean maximum plasma
concentration of quetiapine atsteady state by 17% without affecting the extent of absorption or mean oral clearance.
Thloiidazlne: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 65%,
Cimetidine: Administration of multiple dairy doses ol cimetidine (40O mg tid for 4 days) resulted in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is not required when I is
given with cimetidine. P « « 3A Inhibitars: Coadministration of kstoconazole (200 mp once daily for 4 days), a potent
inhibitor of cytochrome P450 3A, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in max-
imum plasma concentration of quetiapine. Caution is indicated when SEROOUEL is administered with ketoconazok
and other inhibitors of cytochrome P450 3A (e.g.. iraconazole, fluconazole, and erythromycin). Flnoietine,
Imipramine, Haloperidol, and Risneridone: Coadministration of fiuoxetine (60 mg once daity); imipramine (75 mg
bid), haloperidol (7,5 mg bid), or risperidone (3 mg hid) with quetiapine (300 mg bid) did not after the steady-state
pharmacokinetics ot quetiapine. Ellen ol Ouotiaplne on Othei Drags: Lorazepam: The mean oral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dos-
ing. Divalproei: The mean maximum concentration and extent ol absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid),
The mean oral clearance ol total valproic acid (administered as divalproex 500 mo bid) was increased by 1 1 % in the
presence ol quetapine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of due-
tiapifle (250 mg tid) with Ithium had no effect on any ol the steady-state pharmacokinetic parameters of lithium.
Antlpytlie: Administration of multiple daily doses up to 750 mg/day (on a i d schedule) of Quetiapine to subjects
w i h selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery
ol antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carcinogenests, Mutagenesis, Impairment
of FntJIIty: Carcinoganesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetapine was
administered in the diet to mice at doses of 20,75,250, and 750 mg*g and to rats by gavage at doses of 25,75,
and 250 mg»g lor two years These doses are equivalentto 0.1.0.5,1.5, and 4.5 times the maximum human dose
(800 mg/day) on a m j W basis (mice) or 0,3,0.9, and 3.0 times the maximum human dose on a mg/m* basis
rats). There were statistically significant increases in thyroid gland folicular adenomas in male mice at doses of 250

and 750 mg/kg or 1.5 and 4,5 times the maximum human dose on a mp/m! basis and in male rats at a dose ol 250
mg*g or 3.0 times the maximum human dose on a m j / m ' basis. Mammary gand adenocarcinomas were statist!-
cally significantly increased in female rats at all doses tested (25,75, and 230 mg/kg or 0.3,0.9. and 3,0 times the
maximum recommended human dose on a mg/m' basis). Thyroid tolicular cell adenomas may have resulted Irom
chronic stimulation ol the thyroid glind by thyroid stimulating hormone (TSH) resulting Irom enhanced metabolism
and clearance of thpxine by rodent liver. Changes in TSH, thyroiine, and thyroxine clearance consistent wrih this
mechanism were observed in subchronic toxicrry studies in rat and mouse and in a 1 -year toxicrly study in rat; how-
ever, the results oi these studies were not definitive. The relevance of the increases in thyroid lollicuar cell adeno-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically
elevate prolactin levels in rodents. Serum measurements in a 1-yrtoxicty study showed that quetiapine increased
medan serum proiactin levels a maximum ol 32- and 13-fold in male and female rats, respectively. Increases in
mammary neoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary

a mg/m2 basis.
I for successful

. J at 150 mg/kg even after a two-week period without treatment,
in male rats was 25 mg/kg, or 0.3 times the maximum human

1 in female Sprague-Dawley rats at an oral

3- to 12-Week Placebo-Controlled Clinical Trials' for the Treatment of Schizophrenia ind A c * Bipolar Mania
[monotherapy]: Body as a Whole: Headache, Pain, Asthenia. Abdominal Pain, Back Pain, Fever; Cardiovascular
Tachycardia, Postural Hypotension; Digestive: Dry Mouth. Constipation, Vomiting, Dyspepsia, Gastroenteriis,
Gamma Glutamyl, Transpeptldase increased; Metabolic and Kulntional: Weight Sain, SGPT Increased, SGOT
Increased; Hen/out: Agtation, Somnolence, Draness, Anxiety; Respiratory: Pharyngrss, Rhinitis; Skin aid
Appendages: Rash; Special Senses: Amblyopia ' Events for which the SEROQUEL incidence was equal to or less
than placebo are not listed in the table, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, extrapyramidal syndrome, tally, hypertension, hypertonii, hypotension,
increased appetite, infection, insomnia, leukopenn, malaise, nausea, nervousness, paresteia, peripheral edema,
sv—*tremot and " # ' | O 5 S ' l n l ta stufe' * Msl c m r n ° * o b s ™ d ldverst ""* associlW *
the use ot SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence (18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT increased (5%),
wekjht gain (5%), and dyspepsia (5%), The Mowing treatment-emergent adverse experiences occurred during
therapy (up to 3-weks) of acute mama in 5% or more of patients treated wi l l SEROQUEL (doses ranging Irom
100 to BOO mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinical Trials' forthe Treatment ot Acute Bipolar Mania (Adjunct Therapy):
Body as a Whole: Headache, Asthenia, Abdominal Pain, flack Pain; Cardiovascular. Postural Hypotension;
Digeslw: Dry Mouth, Constipation; Metabolic and Nutritional: Weight Gain; nervous: Somnolence, Dizziness,
Tremor, Agrtation; Respiratory: Pharyngitis.' Events for which the SEROQUEL incidence was equal to or less than
placebo ire not listed in the table, but included the following: akathisia, diarrhea, insomnia, and nausea. In these
studies, the most commonly observed adverse events associated with the use ol SEROQUEL (incidence of 5% or
greater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth
(19%), asthenia (10%), constipation (10%), abdominal pain (7%), postural hypotension (7%), pharyngitis (6%),
and weight gajn (6%). Explorations for interactions on the basis of gender, age, and race did not reveal any clinically
meaningful differences in the adverse event occurrence on the basis of these demographic factors. Dose
Dependency ol Adverse Events In Short-Tom, Placebo-Controlled Trials: Dose-ralaled Mveisa Events:
Spontaneously elicited adverse event data from a study of schizophrenia comparing five fined doses of SEROQUEL
(75 mg, 150 mg, 30O mg, 600 mg, and 750 mg/day) to placebo were explored for ddse-relatedness of adverse
events. Logistic regression analyses revealed a positive dose response m<o,05) for the following adverse events:
dyspepsia, abdominal pain, and weight gain. Ertrapyramltlal SymptoniE: Data from one 6-week clinical trial of schiz-
ophrenia comparing five feed doses of SEROOUEL (75,150,300,600,750 mg/day) provided evidence forthe lack
ol treatment-emergent extrapyramidal symptoms (EPS) and dose-relatedness for EPS associated with SEROQUEL
treatment. Three methods were used to measure EPS: ( I ) Simpson-Angus total score (mean change from base-
« ) which evaluates parkinsomsm and akathisia, (2) incidence df spontaneous complaints of EPS (akathisia, aki-
nesia, cogwheel rigidly, extrapyramidal syndrome, hypertona, hypokmesia, neck ngiddy, and tremor), and (3) use
of anticholmergic medications to treat emergent EPS. In six additional placebo-controlled clinical trials trials (3 in
acute mama and 3 in schizophrenia) using variable doses of SEROQUEL, there were no deferences between the
SEROOUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson-Angus total scores,
sporttaneous complaints o EPS ar f the use ol concomitant anticholinergic medications to treat EPS. Vital Signs
™ ' LaKoralory Studios: Vital Sign Changes: SEROQUEL is associated wrlh orthostatic hypotension (see PRE-
CAUTIONS). Weight Cain: In schizophrenia trials the proportions ol patients meeting a weight gam criterion of 27%
<n hody weight were compared in a pool of four 3- to 6-week placebo-controlled clinical trals, revealing a statisti-
cally significantly greater incidence of weight gam lor SEROOUEL (23%) compared to placebo (6%). In mania
monotherapy trials the proportions of patients meeting the same weight gain crienon were 2 1 % compared to 7%
l«Jmt« and in mania adluncttierapy trials the proportion of patients meeting the same weight crrtenon were
; j%compared to 4% for placebo. Laboratory Changes: An assessment ol the premarketing experience lor
p E , R 0 ° U e L sCOSested trat It is associated Mth asymptomatic increases in SGPT and increases in both tofal cho-
lesterol and tnglycendes(see PRECAUTIONS). An assessment cl hematological parameters in short-term placebo-
? ™ « d trials revealed no c l i n i c * imnortant differences between SEROQUEL and placebo. ECS Changes:
S ™ I ™ 1 comparisons tor pooled placebo-controlled trials revealed no statistically significant
SEROQUEUplacebo differences in the proportions ol patents experiencing potentially important changes in ECG
Parameters, including OT, QTc, and PR intervals. However, the proportions ol patients meeting the cntena for taclty-
cartia were CDnipared in four 3- to 6-week placebD^anlrolled dincal trials tor the treatment of schizophrenia
revealing a 1 % (4/399 incidence for SEROQUEL compared to 0.6% (t/156) incidence for placebo In aci«e

P raP°** °f P * * " * ! t a a " crier a was 0.6% (1/166) lor SEROOUEL compared to OkWtnm-
dence for placebo. SEROQUEL use was associated with a mean increase in heart rate, assessed by ECS, o 7 beats
per minute compared toa mean increase o i l Peat per minute among placebo patents. This sight tendency to tachy-

S*!"S'» ' S " ", S ™ * . pKiSLi' i f 3 i Snniiri? wS l i » i rfcriOT
f ™ ' " ' ™ " " ' " ™ D unnng me m-maiMiing tiaiianon oi STOUUti.. raiowgisaiisioRijbiAm
' ™ « ' e f l e j l . treatment-emrgent adverse ewnts as def ied«the introduction t the ADVERSE REACTIONS
S B C « o n ™ l » * f * ft* " f " « * S ™ S at " W e doses > 75 mgyday during any phase ofatnal wlh-
<<* P ™ * * 8 « • f " , » ' f . ™ " * * f ™ patienSfeatedlorshizojhreniaAl reported events are mclud-

events reported occurred during treatSent with SEROQUEL, thty were not necessar* caused by it. Events a?e fur-
l t o tarBgortnd by body system and listed in order of decreasing frequency according to the following detinrSons:
Irequentidverse events are those occurring in at least t/100 patients (only those not already listed in the tabulated
' ® * * « placebo-controlled frets appear in this listing); ir frequent adverse events are those occurring in 1/100
to t/10OOpatients; rare events are thosTolcurring infewerthan 1/1000 patients. Narvms System: fhjWrt:hyper-
« * *sirthria; I n J j j w * abnormal dreams, dyskinesia, thinking abnormal, tardrve dyskinesia, vertigo, involun-
• * * * chsis h l l i t i o n s , hyperkinesa, libido increased". u r i V t t i

J j l tJ tt t

B m . T i infore, lamination i f On I r a by methods adequate to detect cataract formation, such as slit lamp
c o m or ittnr mraprtatoh sensitive inethodi, is recontmeirfed i t Initiation of treatment or shortly thereafter,
m f H t north I n t e r n * farina, chronic treatment. Seizures: During clinical trials, seizures occurred in 0.6%
(18/2792) of patients treated with SEROQUEL compared to 0.2% (1/607) on placebo and 0.7% (4/527) on active
control drugs. As with other antipsychotics SEROQUEL should be used cautiously in patients with a history of
seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that
lower the seizure threshold may be more prevalent in a population of 65 years or older. Hypotftyrofdism: Clinical tri-
als with SEROOUEL demonstrated a dose-related decrease in total and free thyroxine (T4) of approximately 20% at
the higher end of the therapeutic dose range and was maximal in the first two to four weeks ot treatment and main-
tained without adaptation or progression during more chronic therapy. Generally, these changes were of no clinical
significance and TSH was unchanged in most patients, and levels of TBG were unchanged. In nearly all cases, ces-
sation of SEROOUEL treatment was associated with a reversal of the effects on total and free K irrespective of the
duration of treatment. About 0.4% (12/2731) of SEROOUEL patients did experience TSH increases in monothera-
py stKfies. Six of the patients with TSH increases needed replacement thyroid treatment. In the mania adjunct stud-
ies, where SEROQUEL was added to lithium or divalproate, 12% (24/196) of SEROOUEL treated patients compared
to 7% (15/203) of placebo treated patients had elevated TSH levels. Of the SEROOUEL treated patients with elevat-
ed TSH levels, 3 had simultaneous low free T4 levels. Cholesterol and TriglycBride Elevations: In schizophrenia tri-
als, SEROOUEL-treated patients had increases from baseline in cholesterol and triglyceride of 1 1 % and 17%,
respectively, compared to slight decreases for placebo patients. These changes were only weakly related to the
increases in weight observed in SEROQUEL-treated patients. Hyjwprolactinemia: Although an elevation of pro-
lactin levels was not demonstrated in clinical triate with SEROQUEL, increased prolactin levels were observed in rat
studies witt this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue culture experiments indicate that approximately one-third of human breast cancers are pro-
lactin dependent in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a
pattern with previously detected breast cancer, Although disturbances such as galactorrhea, amenorrhea, gyneco-
mastia, and impotence have been reported with prolactin-elevating compounds, the clinical significance of elevated
serum prolactin levels is unknown for most patients. Neither clinical studies nor epidemiologic studies conducted
to date have shown an association between chronic administration of this class of drugs and tumorigenesis in
humans; the available evidence is considered too limited to be conclusive at this time. Transaminase Elevations:
Asymptomatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reported. In
schizophrenia trials, the proportions of patients with transaminase elevations of > 3 times the upper limits of the
normal reference range in a pool of 3- to 6-week placebo-controlled trials were approximately 6% for SEROQUEL
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" ' * 3400 patients in cljiral studies w(h SEROQUE 7% (232) were 65 yean ol age or over. In general there
".is m "dicalyn of any dfcenttolerabilrty of SEROOUEL in the elderiy compared to youngeradutls. Nevertheless,
theprffienceoffactorsthatmightdecreasepharmacokinetic dearance, increase the pharmacodynamic response to
SEROOUEL or <aus poonrttraince or orthosBsis shout.I W t c n s i " « a lower * * « s owe

SEROQUEL was reduced oy 30% to 50% in elder^ patents when compared to younger pahents.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROOUEL consisting of

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

mania monotherspy and adjunct therapy) and approximatery 2600 patients and/or normal subjects exposed to 1 or

increased salivation, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence,
gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux,
gum hemorrhage, mouth iteration, rectal hemorrhage, tongue edema; Ran: glossitis, hematemesis, intestinal
obstruction, melena, pancreatitis. Cardiovascular System: faqtient palpitation; totogiwtf vasodilatation, QT
interval prolonged, migraine, bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundle branch
block, cerebrovascular accident, deep thrombophlebitis, T wave inversion; Ran: angina pectoris, atrial fibrillation,
AV block first degree, congestive heart failure, ST elevated, thrombophlebitis, T wave flattening, ST abnormality,
increased ORS duration, Respiratory System: Fraquant: pharyngitis, rhinitis, cough increased, dyspnea;
M s f i m r t : pneumonia, epistaxis, asthma; Ran: hiccup, hyperventilation. Metabolic and Nutritional System:
Frequent peripheral edema; infrequent weight loss, alkaline phosphatase increased, hyperlipemia, alcohol intoler-
ance, dehydration, hyperglycemia, creatinine increased, hypoglycemia; tort; glycosuria, gout, hand edema,
hypokalemia, water intoxication. Skin and Appendages System: Fnquent sweating; Infrequent: pruritis, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer; Rwrexfoliative dermatitis, psoriasis, skin
discoloration. Urogenital System: infrequent: dysmenorrhea*, vaginitis*, urinary incontinence, metrorrhagia',
impotence', dysuria, vaginal moniliasis", abnormal ejaculation', cystitis, urinary frequency, amenorrhea', female
lactation', leukorrhea', vaginal hemorrhage*, vulvovaginitis" orchitis'; Ran: gynecomastia', nocturia. polyuria,
acute kidney failure. Special Senses: Infrequent conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perver-
sion, blepharitis, eye pain; Rare: abnormality of accommodation, deafness, glaucoma, Musculoskaletal System:
Infrequent pathological fracture, myasthenia, twitching, arthralgia, arthritis, leg cramps, bone pain. Hemk and
Lymphatic System: Frequent: leukopenia; Intrtquettt: leukocytosis, anemia, ecchymosis, eosinophilia,
hypochromic anemia; lymphadenopathy, cyanosis; Bare: hemolysis, thrombocytopenia. Endocrine System:
totofnwrf: hypothyroidism, diabetes mellitus; Hire: hyperthyroidism, 'adjusted for gender Post Marketing
EiperiancB: Adverse events reported since market introduction which were temporally related to SEROOUEL ther-
apy include: leukopenia/neutropenia. If a patient develops a low white ceil count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutropenia include pre-existing low white cell count and history of drug
induced leukopenia/neutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessarily causalfr related, include the following: agranulocytosis, anaphy-
laxis, hyponatremia, rhabdomyolysis, syndrome of inappropriate antidiuretic hormone secretion (SIADH), and
Steven Johnson syndrome (SJS).

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled SL
and Psychologic dependince: SEROQUEL has not been systematically studied, in animals or hy

_.. rUn and Motor Impilrrmnt: Somnolence was a commonly reported adverse event reported i
patients treated with SEROQUEL especially during the 3-5 day period of initial dose-titration. In schizophrenia trials,
somnolence was reported in 18% of patients on SEROOUEL compared to 1 1 % of placebo patients. In acute bipo-
lar mania trials using SEROQUEL as monotherapy, somnolence was reported in 16% of patients on SEROQUEL
compared to 4% of placebo patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients on SEROOUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skills, patients should be cautioned about performing activities
requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating hazardous
machinery until they are reasonably certain that SEROQUEL therapy does not affect them adversely. Priapism: One
case of priapism in a patient receiving SEROOUEL has been reported prior to market introduction. White a causal
retatkmshtp to use of SEROQUEL has not been established, other drugs with alpha-adrenergic blocking effects have
been reported to induce priapism, and it is possible that SEROOUEL may share this capacity. Severe priapism may
require surgical intervention. Body Ternpmttre Refutation: Although not reported with SEROQUEL, disruption
o) the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL tor patients who will be experiencing conditions which may con-
tribute to an elevation in core body temperature, e.g,, exercising strenuously, exposure to extreme heat, receiv-
ing concomitant medication with anticholinergic activity, or being subject to dehydration, Dysphagia: Esophageal
dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of motDidity and mortality in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.
Suttde: The possibility of a suicide attempt is inherent in bipolar disorder and schizophrenia: dose supervision of
high risk patients should accompany drug therapy. Prescriptions for SEROQUEL should tie written for the smallest
quantity of tablets consistent with good patient management in order to reduce the risk of overdose. Use in Patients
• M i Concomitant Illness: Clinical experience with SEROQUEL in patients with certain concomitant systemic ill-
nesses is limited, SEROOUEL has not been evaluated or used to any appreciable extent in patients with a recent his-
tory of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
kettng clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should be observed

ble-blind phases of studies, inpatients and outpatients, fixed-dose and dose-titration studies, and short-term or
longer-term exposure. Adverse reactions were assessed by collecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and results of ophthaimologic examinations. Adverse events
during exposure were obtained 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 tabulations that follow, standard COSTART terminology has been used to classi-
fy reported adverse events. The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considered treat-
ment emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.
Advarse Findings Observed In Snort-Term, Controlled Trials: Adverse Events Associated with Discontinuation ot
Treatment in Snort-Term, Placebo-Controlled Trials: Acute Dipolar Mania: Overall, discontinuations due to
adverse events were 5.7 % for SEROQUEL vs, 5 .1% for placebo in monotherapy and 3.6% for SEROQUEL vs. 5.9%
tor placebo in adjunct therapy, Schizophrenia: Overall, there was little difference in the incidence of discontinuation
due to adverse events (4% for SEROQUEL vs. 3% for placebo) in a pool of controlled trials. However, discontinua-
tions due to somnolence and hypotension were considered to be drug related {see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypotension 0,4% vs 0% for placebo. Adverse Events Occurring at an Incidence of
1 % or More Among SEROQUEL Treated Patients in Short-Tsrm. Placebo-Controlled Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot be used to predict the incidence of side effects in the
course of usual medical practice where patient characteristics and other factors differ from those that prevailed in
the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical inves-
tigations involving different treatments, uses, and investigators, The cited figures, however, do provide the pre-
scribing physician with some basis tor estimating the relative contribution of drug and nondrug factors to the side
effect incidence in the population studied. The following treatment-emergent adverse experiences occurred during
acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 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 SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in

OVERD0S«GE: Human e ipe i i enn : Experience with SEROQUEL (guetiapine fumarate) in acute ovetdosage
»as limrted in the clinical trial database (6 reports) with estimated doses ranging Irom 120O mg to 9600 mg and
« W t o . In general reported signs and symptoms were those resulting k m an exaggeration ol the drug s
k n » ™ pharmacological effects, i.e, drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose ol 9600 mg, was associated n th hypokatana and Bret degree heart block. In post-mar-
™ i experience, there have been very rare reports ot overdose ol SEROOUEL alone resulting in death, coma or
<*JJ mmjon. llanagemenl j | Ovo i *s igo: In case o acute overdosage estabhsh and main tain an airway
and ensure adequate oxygenation and ventilation. Gastric ravage (after intubation, it patient is unconscious) and
administration ol activated charcoal together with a laxative s t a i d be considered The possibility of obtunda-
> « • * » « " r t F ra»11 o l !,h< .head 'nd neck following overdose may create, risk of aspiration with
» * « • « ™ » Cardiovascular monitoring should commence immediately and should include continuous elec-
trocardiographic montonng to detect possible arrhythmias I antiarrhythmic therapy is administered disopyra-

» f * « * with acute overdosage ?'SER0QUEL. similarly I is reasonable to expeel.that the alpha-adr nergic-

" « " « »specific antidote to SEROQUEL Therefore appropriate supportw measures sh

Jeated with appropnate measures such as intravenous fluids and/or sympathonimetrc agents (epinephnne and

wuced alpha blockade). In cases of severe extrapyramidal spptoms, " l i n e r * medication should be

administered. Close medical supervision and monitonng should continue until the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar I disorder and the treatment of <
schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment. .•*
Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia, seizures, and orthostatic hypotension. A rare
condition referred to as neuroleptic malignant syndrome (NMS) has been reported with this class of medications, including SEROQUEL.

There have been reports of diabetes mellitus and hyperglycemia-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.
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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
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*Can also be dosed twice daily.
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CONTRAINDICATIONS
ZONEGRAN is contraindicatecl in patients who have demon-
strated hypersensitivity to sulfonamides or zonisamide.

WARNINGS
Potentially Fatal Reactions to Sulfonamides: Fatalities have
occurred, although rarely, as a result of severe reactions to
sulfonamides (zonisamide is a sulfonamidej including Ste-
vens-Johnson syndrome, toxic epidermal necrolysis, fulminant
hepatic necrosis, agranulocytosis, apiastic anemia, and other
blood dyscrasias. Such reactions may occur when a sulfon-
amide is readministered irrespective of the route of administra-
tion. If signs of hypersensitivity or other serious reactions occur,
discontinue zonisamide immediately. Specific experience with
sulfonamide-type adverse reaction to zonisamide is described
below.
Serious Skin Reactions: Consideration should be given to dis-
continuing ZONEGRAN in patients who develop an otherwise
unexplained rash. If the drug is not discontinued, patients
should be observed frequently. Seven deaths from severe
rash [i.e. Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN)] were reported in the first 11 years of market-
ing in Japan. All of the patients were receiving other drugs
in addition to zonisamide. In post-marketing experience from
Japan, a total of 49 cases of SJS or TEN have been reported,
a reporting rate of 46 per million patient-years of exposure.
Although this rate is greater than background, it is probably an
underestimate of the true incidence because of under-report-
ing. There were no confirmed cases of SJS or TEN in the US,
European, or Japanese development programs.

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

Serious Hematolqgic Events: Two confirmed cases of apiastic
anemia and one confirmed case of agranulocytosis were
reported in the first 1 1 years of marketing in Japan, rates
greater than generally accepted background rates. There
were no cases of apiastic anemia and two confirmed cases
of agranulocytosis in the US, European, or Japanese develop-
ment programs. There is inadequate information to assess the
relationship, if any, between dose and duration of treatment
and these events.

Oligohidrosis and Hyperthermia in Pediatric Patients:
Oligohidrosis, sometimes resulting in heat stroke and hospi-
talization, is seen in association with zonisamide in pediatric
patients.
During the pre-approval development program in Japan, one
case or oligohidrosis was reported in 403 pediatric patients, an
incidence of 1 case per 285 patient-years of exposure. While
there were no cases reported in the US or European develop-
ment programs, fewer than 100 pediatric patients participated
in these trials.
In the first 11 years of marketing in Japan. 38 cases were
reported, an estimated reporting rate of about 1 case per
10,000 patient-years of exposure. In the first year of market-
ing in the US, 2 cases were reported, an estimated reporting
rate of about 12 cases per 10,000 patient-years of exposure.
These rates are underestimates of the true incidence because of
under-re porting. There has also been one report of heat stroke
in an 18-year-old patient in the US.

Decreased sweating and an elevation in body temperature
above normal characterized these cases. Many cases were re-
ported after exposure to elevated environmental temperatures.
Heat stroke, requiring hospitalization, was diagnosed in some
cases. There have been no reported deaths.

Pediatric patients appear to be at an increased risk for
zonisamide-associatea oligohidrosis and hyperthermia.
Patients, especially pediatric patients, treated with Zonegran
should be monitored closely for evidence of decreased sweat-
ing and increased body temperature, especially in warm or
hot weather. Caution should be used when zonisamide is
prescribed with other drugs that predispose patients to heat-
related disorders; these drugs include, but are not limited to,
carbonic anhydrase inhibitors and drugs with anticholinergic
activity.

The practitioner should be aware that the safety and effec-
tiveness of zonisamide in pediatric patients have not been
established, and that zonisamide is not approved for use in
pediatric patients.

Seizures on Withdrawal: As with other AEDs, abrupt withdraw-
al of ZONEGRAN in patients with epilepsy may precipitate in-
creased seizure frequency or status epilepticus. Dose reduction
or discontinuation or zonisamide should be done gradually.

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

Cognitive/ Neuropsvchiatric Adverse Events: Use of ZONE-
GRAN was frequently associated with central nervous system-
related adverse events. The most significant of these can be

classified into three general categories: 1) psychiatric symp-
toms, including depression and psychosis, 2) psychomotor
slowing, difficulty with concentration, and speech or language
problems, in particular, word-finding difficulties, and 3) som-
nolence or fatigue.
In placebo-controlled trials, 2.2% of patients discontinued
ZONEGRAN or were hospitalized for depression compared
to 0.4% of placebo patients, while 1.1% of ZONEGRAN and
0.4% of placebo patients attempted suicide. Among all epilep-
sy patients treated with ZONEGRAN, 1.4% were discontinued
ana 1.0% were hospitalized because of reported depression
or suicide attempts. In placebo-controlled trials, 2.2% of pa-
tients discontinued ZONEGRAN or were hospitalized due to
psychosisorpsychosis-relatedsymptomscomparedtononeofthe
placebo patients. Among all epilepsy patients treated with
ZONEGRAN, 0.9% were discontinued and 1.4% were hospi-
talized because of reported psychosis or related symptoms.
Psychomotor slowing and difficulty with concentration occurred
in the first month of treatment ana were associated with doses
above 300 mg/day. Speech and language problems tended
to occur after o—10 weeks of treatment and at doses above
300 mg/day. Although in most cases these events were of
mild to moderate severity, they at times led to withdrawal
from treatment.

Somnolence and fatigue were frequently reported CNS ad-
verse events during cfinical trials with ZONEGRAN. Although
in most cases these events were of mild to moderate severity,
they led to withdrawal from treatment in 0.2% of the patients
enrolled in controlled trials. Somnolence and fatigue tended to
occur within the first month of treatment. Somnolence and fa-
tigue occurred most frequently at doses of 300-500 mg/day.
Patients should be cautioned about this possibility and special
care should be taken by patients if they drive, operate machin-
ery, or perform any hazardous task.

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

Kidney Stones: Among 991 patients treated during the de-
velopment of ZONEGRAN, 40 patients (4.0%) with epilepsy
receiving ZONEGRAN developed clinically possible or con-
firmed kidney stones (e.g. clinical symptomatology, sonogra-
phy, etc.), a rate of 34 per 1000 patient-years or exposure
(40 patients with 1168 years of exposure). Of these, 1 2 were
symptomatic, and 28 were described as possible kidney stones
based on sonographic detection. In nine patients, the diagno-
sis was confirmed by a passage of a stone or by a definitive
sonographic finding. The rate of occurrence of kidney stones
was 28.7 per 1000 patient-years of exposure in the first six
months, 62.6 per 1000 patient-years of exposure between 6
and 12 months, and 24.3 per 1000 patient-years of exposure
after 12 months of use. There are no normative sonographic
data available for either the general population or patients with
epilepsy. The clinical significance of the sonographic finding is
unknown. The analyzed stones were composed of calcium or
urate salts. In general, increasing fluid intake and urine output
can help reduce the risk of stone formation, particularly in
those with predisposing risk factors. It is unknown, however,
whether these measures will reduce the risk of stone formation
in patients treated with ZONEGRAN.

Effect on Renal Function: In several clinical studies, zonisamide
was associated with a statistically significant 8% mean
increase from baseline of serum creotinine and blood urea
nitrogen (BUN) compared to essentially no change in the pla-
cebo patients. The increase appeared to persist over time but
was not progressive; this has been interpreted as an effect on
glomerular filtration rate (GFR). There were no episodes of un-
explained acute renal failure in clinical development in the US,
Europe, or Japan. The decrease in GFR appeared within the
first 4 weeks of treatment. In a 30-day study, the GFR returned
to baseline within 2-3 weeks of drug discontinuation. There is
no information about reversibility, after drug discontinuation, of
the effects on GFR after long-term use. ZONEGRAN should be
discontinued in patients who develop acute renal failure or a
clinically significant sustained increase in the creatinine/BUN
concentration. ZONEGRAN should not be used in patients with
renal failure (estimated GFR < 50 mL/min) as there has been
insufficient experience concerning drug dosing and toxicity.

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

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

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

and/or weakness, either in the presence or absence of a
fever, markers of muscle damage should be assessed, includ-
ing serum CPK and aldolase levels. If elevated, in the absence
of another obvious cause such as trauma, grand mal seizures,
etc., tapering and/or discontinuance of zonisamide should be
considered and appropriate treatment initiated.

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

Information for Patients: Patients should be advised as fol-
lows:
1. ZONEGRAN may produce drowsiness, especially at higher

doses. Patients should be advised not to drive a car or
operate other complex machinery until they have gained
experience on ZONEGRAN sufficient to determine whether
it affects their performance.

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

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

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

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

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

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

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

Zonisamide was associated with an increase in serum alkaline
phosphatase. In the randomized, controlled trials, a mean in-
crease of approximately 7% over baseline was associated with
zonisamide compared to a 3% mean increase in placebo-treat-
ed patients. These changes were not statistically significant.
The clinical relevance of tnese changes is unknown.
Drug Interactions: Effects of ZONEGRAN on the pharmacoki-
netics of other antiepilepsy drugs (AEDs): Zonisamide had no
appreciable effect on the steady state plasma concentrations
or phenytoin, carbamazepine, or valproate during clinical
trials. Zonisamide did not inhibit mixed-function liver oxidase
enzymes (cytochrome P450), as measured in human liver
microsomal preparations, in vitro. Zonisamide is not expected
to interfere with the metabolism of other drugs that are metabo-
lized by cytochrome P450 isozymes.

Effects of other drugs on ZONEGRAN pharmacokinetics: Drug s
that induce liver enzymes increase the metabolism and clear-
ance of zonisamide and decrease its half-life. The half-life of
zonisamide following a 400 mg dose in patients concurrently
on enzyme-inducing AEDs such as phenytoin, carbamazepine,
or phenobarbital was between 27-38 hours; the half-lire of
zonisamide in patients concurrently on the non-enzyme induc-
ing AED, valproate, was 46 hours. Concurrent medication with
drugs that either induce or inhibit CYP3A4 would be expected
to alter serum concentrations of zonisamide.
Interaction with cimetidine: Zonisamide single dose pharma-
cokinetic parameters were not affected by cimetidine (300 mg
four times a day for 1 2 days).

Carcinogenicity, Mutagenesis, Impairment of Fertility: No evi-
dence or carcinogenicity was found in mice or rats following
dietary administration of zonisamide for two years at doses
of up to 80 mg/kg/day. In mice, this dose is approximately
equivalent to the maximum recommended human dose (MRHD)
of 400 mg/day on a mg/m2 basis. In rats, this dose is 1-2
times the MRHD on a mg/m2 basis.

Zonisamide increased mutation frequency in Chinese hamster
lung cells in the absence of metabolic activation. Zonisamide
was not mutagenic or clastogenic in the Ames test, mouse
lymphoma assay, sister chromatid exchange test, 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 this study is
approximately 0.5 times the maximum recommended human
dose (MRHD) on a mg/m2 basis. The effect of zonisamide on
human fertility is unknown.

Pregnancy: Pregnancy Category C (see WARNINGS, Teratoge-
nicity subsection): Zonisamide was teratogenic in mice, rats,
and dogs and embryolethal in monkeys when administered
during trie period of organogenesis. Fetal abnormalities or
embryo-fetal deaths occurred in these species at zonisamide
dosage and maternal plasma levels similar to or lower than
therapeutic levels in humans, indicating that use of this drug
in pregnancy entails a significant risk to the fetus. A variety or
external, visceral, and skeletal malformations was produced in
animals by prenatal exposure to zonisamide. Cardiovascular
defects were prominent in both rats and dogs.
Following administration of zonisamide (10, 30, or 60 mg/
kg/day) to pregnant dogs during organogenesis, increased
incidences of fetal cardiovascular malformations (ventricularhttps://doi.org/10.1017/S1092852900001863 Published online by Cambridge University Press
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septa I defects, cardiomegaly, various valvular and arterial
anomalies) were found at doses of 30 mg/kg/day or greater.
The low effect dose for malformations produced peak mater-
nal plasma zonisamide levels (25 ug/mL) about 0.5 times
the highest plasma levels measured in patients receiving
the maximum recommended human dose (MRHD) of 400
mg/day. In dogs, cardiovascular malformations were found
in approximately 50% of all fetuses exposed to the high dose,
which was associated with maternal plasma levels (44 ug/mL)
approximately equal to the highest levels measured in humans
receiving the MRHD. Incidences of skeletal malformations were
also increased at the high dose, and fetal growth retardation
and increased frequencies of skeletal variations were seen at
all doses in this study. The low dose produced maternal plasma
levels (12 ug/mL) about 0.25 times the highest human levels.
In cynomolqus monkeys, administration of zonisamide (10 or
20 mg/kg/day| to pregnant animals during organogenesis
resulted in embryo-fetal deaths at both doses. The possibility
that these deaths were due to malformations cannot be ruled
out. The lowest embryolethal dose in monkeys was associated
with peak maternal plasma zonisamide levels (5 ug/mL) ap-
proximately 0 1 times the highest levels measured in patients
at the MRHD.

In a mouse embryo-fetal development study, treatment of preg-
nant animals with zonisamide (125, 250, or 500 mg/kg/day)
during the period of organogenesis resulted in increased
incidences or fetal malformations (skeletal and/or craniofacial
defects) at all doses tested. The low dose in this study is ap-
proximately 1.5 times the MRHD on a mg/m^ basis. In rats, in-
creased frequencies of malformations (cardiovascular defects)
and variations (persistent cords of thymic tissue, decreased
skeletal ossification) were observed among the offspring of
dams treated with zonisamide (20, 60, or 200 mg/kg/uay)
throughout organogenesis at all doses. The low effect aose is
approximately 0.5 times the MRHD on a mg/m2 basis.
Perinatal death was increased among the offspring of rats
treated with zonisamide (10, 30, or 60 mq/kg/aay) from
the latter part of gestation up to weaning at the high aose, or
approximately 1.4 times the MRHD on a mg/m2 basis. The no
effect level or 30 mg/kg/day is approximately 0.7 times the
MRHD on a mg/m2 basis.

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

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

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

In controlled clinical trials, 12% of patients receiving ZONE-
GRAN as adjunctive therapy discontinued due to an adverse
event compared to 6% receiving placebo. Approximately 2 1 %
of the 1,336 patients with epilepsy who received ZONEGRAN
in clinical studies discontinued treatment because of an adverse
event. The adverse events most commonly associated with dis-
continuation were somnolence, fatigue and/or ataxia (6%),
anorexia (3%), difficulty concentrating |2%), difficulty with
memory, mental slowing, nausea/vomiting (2%), and weight
loss (1 %). Many of these adverse events were dose-related (see
WARNINGS and PRECAUTIONS).
Adverse Event Incidence in Controlled Clinical Trials: Table 3
lists treatment-emergent adverse events that occurred in at least
2% of patients treated with ZONEGRAN in controlled clinical
trials that were numerically more common in the ZONEGRAN
group. In these studies, either ZONEGRAN or placebo was
added to the patient's current AED therapy. Adverse events
were usually mild or moderate in intensity.

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

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

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

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

COGNITIVE DYSFUNCTION-BEHAVIORAL ABNORMALITIES
(PYSCHOSIS-RELATED) Schizophrenic/Schizophreniform

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

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

Body as a Whole: Frequent: Accidental injury, asthenia. Infre-
quent: Chest pain, flank pain, malaise, allergic reaction, face
edema, neck rigidity. Rare: Lupus erythematosus.

Cardiovascular: Infrequent: Palpitation, tachycardia, vascular
insufficiency, hypotension, hypertension, thrombophlebitis,
syncope, bradycardia. Rare: Atrial fibrillation, heart failure,
pulmonary embolus, ventricular extra systoles.
Digestive: Frequent: Vomiting. Infrequent: Flatulence, gingivitis,
gum hyperplasia, gastritis, gastroenteritis, stomatitis, chole-
lithiasis, glossitis, melena, rectal hemorrhage, ulcerative sto-
matitis, gastro-duodenal ulcer, dysphagia, gum hemorrhage.
Rare: Cholangitis, hematemesis, cholecystitis, cholestatic
jaundice, colitis, duodenitis, esophagitis, fecal incontinence,
mouth ulceration.
Hematologic and Lymphatic: Infrequent: Leukopenia, anemia,
immunodeficiency, lymphadenopathy. Rare: thrombocytope-
nia, microcytic anemia, petechia.

Metabolic and Nutritional: Infrequent: Peripheral edema,
weight gain, edema, thirst, dehydration. Rare: Hypoglyce-
mia, hyponatremia, lactic dehydrogenase increased, SGOT
increased, SGPT increased.
Musculoskeletal: Infrequent: Leg cramps, myalgia, myasthenia,
arthralgia, arthritis.
Nervous System: Frequent: Tremor, convulsion, abnormal gait,
hyperesthesia, incoordination. Infrequent: Hypertonia, twitch-
ing, abnormal dreams, vertigo, libido decreased, neuropathy,
hyperkinesia, movement disorder, dysarthria, cerebrovascular
accident, hypotonia, peripheral neuritis, parathesia, reflexes
increased. ffave/Circumoral paresthesia, ayskinesia, dystonia,
encephalopathy, facial paralysis, hypokinesia, hyperesthesia,
myoclonus, oculogyric crisis.

Behavioral Abnormalities - Non-Psychosis-Related: Infrequent:
Euphoria.
Respiratory: Frequent: Pharyngitis, cough increased. Infre-
quent: Dyspnea. Rare: Apnea, hemoptysis.
Skin and Appendages: Frequent: Pruritus. Infrequent: Macu-
lopapular rash, acne, alopecia, dry skin, sweating, eczema,
urticaria, hirsutism, pustular rash, vesiculobullous rash.

Special Senses: Frequent: Amblyopia, tinnitus. Infrequent: Con-
junctivitis, parosmia, deafness, visual field defect, glaucoma.
Rare: Photophobia, iritis.
Urogenital: Infrequent: Urinary frequency, dysuria, urinary
incontinence, hematuria, impotence, urinary retention, urinary
urgency, amenorrhea, polyuria, nocturia. Rare: Albuminuria,
enuresis, bladder pain, bladder calculus, gynecomastia, mas-
titis, menorrhagia.
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Power and tolerability in depression

In the treatment of moderate to severe depression

LEXAPRO 10 mg/day significantly improved
depression vs placebo1-2

MADRS Total Score by Visit
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Placebo (n=189)

*

0 1 2 3 4 6 8
Treatment Week

Study design: 8-week, randomized, double-blind, placebo-controlled, fixed-dose (LEXAPRO 10 mg/day)
multinational, parallel-group trial in adult patients with DSM-IV-defined major depression. Overall mean
MADRS=28.9 at baseline. Efficacy was assessed using last observation carried forward (LOCF) data.1

In 2 fixed-dose trials

LEXAPRO 10 mg/day demonstrated no significant
difference in drop-out rates due to adverse events
vs placebo in the treatment of depression3

The most common adverse events reported with LEXAPRO vs placebo (approximately 5% or greater and approximately
2X placebo) were nausea, insomnia, ejaculation disorder, somnolence, increased sweating, fatigue, decreased libido, and
anorgasmia. LEXAPRO is contraindicated in patients taking monoamine oxidase inhibitors (MAOIs) or in patients with a
hypersensitivity to escitalopram oxalate or any of the ingredients in LEXAPRO. As with other SSRIs, caution is indicated
in the coadministration of tricyclic antidepressants (TCAs) with LEXAPRO. As with other psychotropic drugs that interfere
with serotonin reuptake, patients should be cautioned regarding the risk of bleeding associated with the concomitant use
of LEXAPRO with NSAIDs, aspirin, or other drugs that affect coagulation. Patients with major depressive disorder, both
adult and pediatric, can experience worsening of their depression and/or the emergence of suicidal ideation and behavior
(suicidality), whether or not they are taking antidepressant medications, and this risk may persist until significant remission
occurs. Although no causal role for antidepressants in inducing such behaviors has been established, patients being treated
with antidepressants should be observed closely for clinical worsening and suicidality, especially at the beginning of a
course of drug therapy, or at the time of dose changes, either increases or decreases.

: 1. Wade A, Lemming OM, Hedegaard KB. Escitalopram 10 mg/day is effective and well tolerated in a placebo-controlled study in depression in primary
care. Int Clin Psychophaimacol 2002; 17:95-102.2. Data on file. Forest Laboratories, Inc. 3 . LEXAPRO [package insert]. St Louis, Mo: Forest Pharmaceuticals, toe; 2004.
4. Goodman WK, Bose A, Wang Q. Escitalopram 10 mg/day is effective in the treatment of generalized anxiety disorder. Poster presented at: 23rd Annual Conference
of the Anxiety Disorders Association of America; March 27-30, 2003; Toronto, Canada.
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and in anxiety
Good
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sleep

In a pooled analysis in patients with generalized anxiety disorder (GAD)

LEXAPRO 10 to 20 mg/day significantly
improved GAD at week 1 through week 8t2 4

HAMA Total Score by Visit
GAD
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*P<0.05 vs placebo.
sp<0.01 vs placebo.
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Study design: Pooled data from 3 randomized, 8-week, double-blind, placebo-controlled, multicenter,
parallel-group, flexible-dose (LEXAPRO 10 to 20 mg/day; overall mean daily dose: 12.7 mg) trials in patients
with DSM-FV-defined GAD (HAMA > 18). HAMA range at baseline=18-40 (moderate to severe).
A 1 -week, single-blind, placebo lead-in was followed by an 8-week, double-blind treatment period.
Efficacy was assessed using LOCF data.2.4

In the comprehensive GAD safety database"

Drop-out rates due to adverse events were low
in the treatment of GAD (8% vs 4% placebo)3

Simple 10 mg/day starting dose for all patients3

• LEXAPRO is available in 10 mg, 20 mg, and new 5 mg tablets,
and an oral liquid 5 mg/tsp3t.

'Full anxiolytic effect may take 4 to 6 weeks.
"Includes patients treated with 10 to 20 mg/day.

Visit the LEXAPRO Web site at www.lexapro.com
Please see brief summary of prescribing information for LEXAPRO
on following page.

fflForest Pharmaceuticals, Inc.
• Specialty Sals.

Mi • Tn*up*utlct • Haalihcais • Ethici™ • ManagM

©2004 Forest Laboratories, Inc. 41-124665 8/04
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LEXAPRO* (escitalopram oxalate) TABLETS/ORAL SOLimON
Brief Summary: For compMa details, please see full inscribing Information for LEXAPRO, CONTRAINDICATIONS Concomitant use in patients
taking monoamine oxidase inhibitors (MAOIs) is contraindicated {see WARNINGS). LEXAPRO is contraindicated in patients with a hypersensitivity to
escitalopram or cilalopram or any of the inactive ingredients m LEXAPRO. WARNINGS Potential for interaction with MAOIs in patients receiving
serotonin rauptafca Inhibitor drags In comMutiM HrtHi an MAOI, there have been reports of serious, sometimes fatal, reactions including
hyperthermla, rigidity, myockmus, autonomfc instability wttti possible rapid fluctuations of vital signs, and mental status changes that Include extreme
agitaOon progressing hi delirium and coma. These reactions have atso been reported in patients who have recently discontinued SSRI treatment and
have been started on an MAOI. Some cases presented wtn features resembling neuroletttc malignant syndrome. Furthermore, limited animal dsta on
the effects of combined use of SSRIs and MAOh suggest thai t h e « * u a i may art ^ W B ^ c a l l y to ehivate Wood r«Ki i re and evoke behavioral e« i -
tatlon. Therefore, it Is recommended that LEXAPRO should not be used In combination wtth an MAOI, or within 14 days of discontinuing treatment with
an MAOI. Similarly, at least 14 days should be allowed attar stopping LEXAPRO Wore itarting an MAffl. Sarrtonln tywlrome has been reported In two
patients who were concomitantly receiving Haezolid, an antibiotic which is a reversible non-selecttve MAOI. Clinical Worsening and Suicide Risk Patients
with major depressive disorder, both adult and pediatric, may experience worsening of their depression and/or the emergence of suicidal ideation and behav-
ior (suicidality), whether or not they are taking antkJepressant medications, and this risk may persist until significant remission occurs. Although there has been
a long-standing concern that antidepressants may have a role in inducing worsening of depression and the emergence of suicidality in certain patients, a causal
role for antidepressants in inducing such behaviors has not been established. Nevertheless, patients being treated with antidepressants should be observed
closely tor clinical worsening and suicidality, especially at the beginning of a course of dreg therapy, or at the lime of dose changes, either increases or
decreases. Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whose depression
is persistently worse or whose emergent suicidality is severe, abrupt in onset, or was not part of the patient's presenting symptoms. Because of the possibili-
ty of co-morbidity between major depressive disorder and other psychiatric and nqnpsychiatric disorders, the same precautions observed when treating
patients with major depressive disorder should be observed when treating patients with cither psychiatric and nonpsychiatric disorders. The following symp-
toms, anxiety, agitation, panic attacks, insomnia, irritability, hostility (aggressiveness), impulsivity, akathisia (psychomotor restlessness), hypomania, and
mania, have been reported in adult and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, both
psychiatric and nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of depression and/or the emer-
gence of suicidal impulses has not been established, consideration should be given to changing the therapeutic regimen, including possibly discontinuing the
medication, in patients for whom such symptoms are severe, abrupt in onset, or were not part of the patient's presenting symptoms. Families and caregrvers
ot patients being treated with antidepressants tor major depressive disorder or other indications, both psychiatric and nonpsychiatric, should be alerted
about the need to monitor patients for the emergence of agnation, irritability, and the other symptoms described above, as well as the emergence of sui-
cidality. and to report such symptoms Immediately lo healthcare providers. Prescriptions for LEXAPRO should be written for the smallest quantity of tablets
consistent with good patient management, in order to reduce the risk of overdose. If the decision has been made to discontinue treatment, medication should
be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated with certain symptoms (see DOSAGE AND ADMINIS-
TRATION in lull prescribing information, and PRECAUTIONS - Discontinuation of Treatment with LEXAPRO, for a description of the risks of discontinuation of
LEXAPRO). It should be noted mat LEXAPRO is not approved for use in treating any indications in the pediatric population A major depressive episode may
be the initial presentation of bipolar disorder, it is generally believed (though not established in controlled trials) that treating such an episode with an antide-
pressant alone may increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms
described above represent such a conversion is unknown. However, prior to initiating treatment with an antidepressant, patients should be adequately screened
to determine if they are at risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history of suicide, bipolar
disorder, and depression. It should be noted that LEXAPRO is not approved for use in treating bipolar depression. PRECAUTIONS General Discontinuation of
Treatment with LEXAPRO During marketing ot Lexapro and other SSRIs and SNRIs (Serotonin and Norepinephrine Reuptake Inhibitors), there have been spon-
taneous reports of adverse events occurring upon discontinuation of these drugs, particularly when abrupt, including the following: dysphoric mood, irritabil-
ity, agitation, dizziness, sensory disturbances (e.g., paresthesias such as electric shock sensations}, anxiety, confusion, headache, lethargy, emotional lability,
insomnia, and hypomania. While these events are generally self-limiting, there have been reports of serious discontinuation symptoms. Patients should be
monitored for these symptoms when discontinuing treatment with LEXAPRO. A gradual reduction in the dose rather than abrupt cessation is recommended
whenever possible. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the previously pre-
scribed dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more gradual rate (see DOSAGE AND ADMINIS-
TRATION in full prescribing information). Abnormal Bleeding Published case reports have documented the occurrence of bleeding episodes in patients treat-
ed with psychotropic drugs that interfere with serotonin reuptake. Subsequent epidemiological studies, both of the case-control and cohort design, have
demonstrated an association between use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding.
In two studies, concurrent use ot a nonsteroidal anti-inflammatory drug (NSAID) or aspirin potentiated the risk of bleeding (see DRUG INTERACTIONS).
Although these studies focused on upper gastrointestinal bleeding, there is reason to believe that bleeding at other sites may be similarly potentiated. Patients
should be cautioned regarding the risk of bleeding associated with the concomitant use of LEXAPRO with NSAIDs, aspirin, or other drugs that affect coagu-
lation. Hyponatremia One case of hyponatremia has been reported in association with LEXAPRO treatment. Several cases of hyponatremia or SIADH (syn-
drome ot inappropriate antidiuretic hormone secretion) have been reported in association with racemic citaiopram, All patients with these events have recov-
ered with discontinuation of escitalopram or citalopram and/or medical intervention. Hyponatremia and SIADH have also been reported in association with
other marketed drugs effective in the treatment of major depressive disorder. Activation of Mania/Hvpomania In placebo-controlled trials of LEXAPRO in major
depressive disorder, activation of mania/hypomania was reported in one (0.1%) of 715 patients treated with LEXAPRO and in none of the 592 patients treated
with placebo. One additional case ot hypomania has been reported in association with LEXAPRO treatment. Activation of mania/hypomania has also been
reported in a small proportion of patients with major affective disorders treated with racemic citalopram and other marketed drugs effective in the treatment of
major depressive disorder. As with all drugs effective in the treatment of major depressive disorder, LEXAPRO should be used cautiously in patients with a his-
tory of mania. §ejzyjes Although ankonvulsant effects of racemic citalopram have been observed in animal studies, LEXAPRO has not been systematically
evaluated in patients with a seizure disorder. These patients were excluded from clinical studies during the product's premarketing testing. In clinical trials of
LEXAPRO, cases of convulsion have been reported in association with LEXAPRO treatment. Like other drugs effective in the treatment of major depressive dis-
order, LEXAPRO should be introduced with care in patients with a history of seizure disorder. Interference with Cognitive and Motor Performance In a study in
normal volunteers, LEXAPR010 mg/day did not produce impairment of intellectual function or psychomotor performance. Because any psychoactive drug
may impair judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machinery, including automobiles, until they
are reasonably certain that LEXAPRO therapy does not affect their ability to engage in such activities. Use in Patients with Concomitant Illness Clinical experi-
ence with LEXAPRO in patients with certain concomitant systemic illnesses is limited. Caution is advisable in using LEXAPRO in patients with diseases or con-
ditions that produce altered metabolism or hemodynamic responses. LEXAPRO has not been systematically evaluated in patients with a recent history of
myocardial infarction or unstable heart disease. Patients with these diagnoses were generally excluded from clinical studies during the product's premarketing
testing. In subjects with hepatic impairment, clearance of racemic citalopram was decreased and plasma concentrations were increased. The recommended
dose of LEXAPRO in hepatically impaired patients is 10 mg/day (see DOSAGE AND ADMINISTRATION in full prescribing information). Because escitalopram
is extensively metabolized, excretion of unchanged drug in urine is a minor route of elimination. Until adequate numbers of patients with severe renal impair-
ment have been evaluated during chronic treatment with LEXAPRO, however, it should be used with caution in such patients (see DOSAGE AND
ADMINISTRATION in full prescribing information). Drug Interactions CNS Drugs - Given the primary CNS effects of escitalopram, caution should be used
when it is taken in combination with other centrally acting drugs. Alcohol - Although LEXAPRO did not potentiate the cognitive and motor effects of alcohol in
a clinical trial, as with other psychotropic medications, the use of alcohol by patients taking LEXAPRO is not recommended. Monoamine Oxidase Inhibitors
(MAOIs) - See CONTRAINDICATIONS and WARNINGS. Drags That Interfere With Homostasls (NSAIDs, Aspirin, Warfarin, etc.) Serotonin release by
platelets plays an important role in hemostasis. Epidemiological studies of the case-control and cohort design that have demonstrated an association between
use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding have also shown that concurrent use ot
an NSAID or aspirin potentiated the risk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently with LEXAPRO. Cimeb'dine

- In subjects who had received 21 days of 40 mg/day racemic citalopram, combined administration of 400 mg/day cimetidine for 8 days resulted in an increase
in citalopram AUC and C ^ of 43% and 39%, respectively. The clinical significance of these findings is unknown. Digoxin - In subjects who had received 21
days of 40 mg/day racemic citalopram, combined administration of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmacoki-
netics of either citalopram or digoxin. Lithium - Coadministration of racemic citalopram (40 mg/day for 10 days) and lithium (30 mmol/day for 5 days) had no
significant effect on the pharmacokinetics of citalopram or lithium. Nevertheless, plasma lithium levels should be monitored with appropriate adjustment to the
lithium dose in accordance with standard clinical practice. Because lithium may enhance the serotonergic effects of escitalopram, caution should be exercised
when LEXAPRO and lithium are coadministered. Sumatriptan -There have been rare postmarfceting reports describing patients with weakness, hyperreflexia,
and incoodination following the use of an SSRI and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e.g., fluoxetine, fluvoxamine, parax-
etine, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the patient is advised. Theophylline - Combined administration of
racemic citalopram (40 mg/day for 21 days) and the CYP1A2 substrate theophylline (single dose of 300 mg) did not affect the pharmacokinetics of theophylline.
The effect of theophylline on the pharmacokinetics of citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemic citalopram for 21 days
did not affect the pharmacokinetics of warfarin, a CYP3A4 substrate. Prothrombin time was increased by 5%, the clinical significance of which is unknown.
Carbamazepine - Combined administration of racemic citalopram (40 mg/day for 14 days) and carbamazepine (titrated to 400 mg/day for 35 days) did not sig-
nificantly affect the pharmacokinetics of carbamazepine, a CYP3A4 substrate. Although trough citalopram plasma levels were unaffected, given the enzyme-
inducing properties of carbamazepine, the possibility that carbamazepine might increase the clearance of escitalopram should be considered if the two drugs
are coadministered. Triazolam - Combined administration of racemic citalopram (titrated to 40 mg/day for 28 days) and the CYP3A4 substrate triazolam (sin-
gle dose of 0.25 mg) did not significantly affect the pharmacokinetics of either citalopram or triazolam. Ketoconazole - Combined administration of racemic
citalopram (40 mg} and ketoconazole (200 mg) decreased the C ^ a n d AUC of ketoconazole by 21% and 10%, respectively, and did not significantly affect
the pharmacokinetics of citalopram. Ritonaw- Combined administration of a single dose of ritonavir (600 mg), both a CYP3A4 substrate and a potent inhibitor
of CYP3A4, and escitalopram (20 mg) did not affect the pharmacokinetics of either ritonavir or escitalopram. CYP3A4 and -2C19 Inhibitors - In wfru studies
indicated that CYP3A4 and -2C19 are the primary enzymes involved in the metabolism of escitalopram. However, coadministration of escitalopram (20 mg)
and ritonavir (600 mg), a potent inhibitor of CYP3A4, did not significantly affect the pharmacokinetics of escitalopram. Because escitalopram is metabolized
by multiple enzyme systems, inhibition of a single enzyme may not appreciably decrease escitalopram clearance. Drugs Metabolized by Cytochrome P4502D6

- In vitro studies did not reveal an inhibitory effect of escitalopram on CYP2D6. In addition, steady state levels of racemic citalopram were not significantly dif-
ferent in poor metabolizers and extensive CYP2D6 metabolizers after multiple-dose administration of citalopram, suggesting that coadministration, with esc-
italopram, of a drug that inhibits CYP2D6, is unlikely to have clinically significant effects on escitalopram metabolism. However, there are limited in vivo data
suggesting a modest CYP2D6 inhibitory effect for escitalopram, i.e., coadministration of escitalopram (20 mg/day for 21 days) with the tricyclic antidepressant
desipramine (single dose of 50 mg), a substrate for CYP2D6, resulted in a 40% increase in C7L],and a 100% increase in AUC of desipramine. The clinical sig-
nificance of this finding is unknown. Nevertheless, caution is indicated in the coadministration of escitalopram and drugs metabolized by CYP2D6. Metoprolol
- Administration of 20 mg/day LEXAPRO for 21 days in healthy volunteers resulted in a 50% increase in Cmax and 82% increase in AUC of the beta-
adrenergic blocker meioproiol (given in a single dose of 100 mg). Increased metoprolol plasma levels have been associated with decreased cardioselecb'vity.
Coadministration of LEXAPRO and metoprolol had no clinically significant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT) -There are
no clinical studies of the combined use of ECT and escitalopram. Pregnancy Pregnancy Category C There are no adequate and well-controlled studies in preg-
nant women; therefore, escitalopram should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Carclnogenesis,
Mutagenesis, Impairment of Fertility Carcinooenesis Racemic citaFopram was administered in the diet to NMRI/60M strain mice and COBS Wl strain rats for
18 and 24 months, respectively. There was no evidence for carcinogentcity of racemic citalopram in mice receiving up to 240 mg/kg/day. There was an increased
incidence ot small intestine carcinoma in rats receiving 8 or 24 mg/kg/day racemic citalopram. A no-effect dose for this finding was not established. The rele-
vance of these findings to humans is unknown. Mutagenesis Racemic citalopram was mutagenic in the in vitro bacterial reverse mutation assay (Ames test)
in 2 of 5 bacterial strains (Salmonella TA98 and TA1537) in the absence of metabolic activation. It was clastogenic in the in vitro Chinese hamster lung cell
assay for chromosomal aberrations in the presence and absence of metabolic activation. Racemic citalopram was not mutagenic in the in vitro mammalian
forward gene mutation assay (HPRT) in mouse lymphoma cells or in a coupled in vitro/in vivo unscheduled DNA synthesis (UDS) assay in rat liver. It was not
clastogenic in the in vitro chromosomal aberration assay in human lymphocytes or in two in vivo mouse micronucleus assays. Impairment of Fertility When
racemic citalopram was administered orally to 16 male and 24 female rats prior to and throughout mating and gestation at doses of 32,48, and 72 mg/kg/day,
mating was decreased at all doses, and fertility was decreased at doses *32 mg/kg/day. Gestation duration was increased at 48 mgAg/day. Pregnancy-
Nonteratogenlc Effects Neonates exposed to LEXAPRO and other SSRIs or SNRIs, late in the third trimester, have developed complications requiring pro-
longed hospitalization, respiratory support, and tube feeding.Such complications can arise immediately upon delivery. Reported clinical findings have includ-
ed respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia,
tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug dis-
continuation syndrome. It should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome (see WARMINGS). When treating a
pregnant woman with LEXAPRO during the third trimester, the physician should carefully consider the potential risks and benefits of treatment (see DOSAGE
AND ADMINISTRATION in full prescribing information). Labor and Delivery The effect of LEXAPRO on labor and delivery in humans is unknown. Nursing
Mothers Racemic citalopram, like many other drugs, is excreted in human breast milk. There have been two reports of infants experiencing excessive som-
nolence, decreased feeding, and weight loss in association with breastfeeding from a citalopram-treated mother; in one case, the infant was reported to recov-
er completely upon discontinuation of citalopram by the mother and, in the second case, no follow-up information was available. The decision whether to con-
tinue or discontinue either nursing or LEXAPRO therapy should take into account the risks of citalopram exposure for the infant and the benefits of LEXAPRO
treatment for the mother. Pediatric Use Safety and effectiveness in pediatric patients have not been established (see WARNINGS - Clinical Worsening and
Suicide Risk). Geriatric Use Approximately 6% of the 1144 patients receiving escitalopram in controlled trials of LEXAPRO in major depressive disorder and
GAD were 60 years of age or older; elderly patients in these trials received dairy doses of LEXAPRO between 10 and 20 mg. The number of elderly patients in
these trials was insufficient to adequately assess for possible differential efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of

some elderty individuals to effects of LEXAPRO cannot be ruled out. In two pharmatokinetic studies, escitalopram half-life was increased by approximately
50% in elderly subjects as compared to young subjects and C,™, was unchanged (see CLINICAL PHARMACOLOGY in full prescribing information), t o mg/day
is the recommended dose for elderly patients (see Dosage andAdministration in full prescribing information). Of 4422 patients in clinical studies of racemic
citalopram, 1357 were 60 and over, 1034 were 65 and over, and 457 were 75 and over No overall differences in safety or effectiveness were observed between
these subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the elderiy and younger patients,
but again, greater sensitivity of some elderiy individuals cannot be ruled out. ADVERSE REACTIONS Adverse event information for LEXAPRO was collected
from 715 patients with major depressive disorder who were exposed to escitalopram and from 592 patients who were exposed to placebo in double-blind, piace-
bo-controlled trials. An additional 284 patients with major depressive disorder were newly exposed to escitalopram in open-label trials. The adverse event
information for LEXAPRO in patients with GAD was collected from 429 patients exposed to escitalopram and from 427 patients exposed to placebo in double-
blind, placebo-controlled trials. Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using termi-
nology 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 tabulations that follow, standard Work)
Health Organization (WHO) 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. An event was considered treatment-emergent if it occurred
for the first time or worsened while receiving therapy following baseline evaluation. Adverse Events Associated wrft Discontinuation of Treatment Maior
Depressive Disorder Among the 715 depressed patients who received LEXAPRO in placebo-controlled trials, 6% discontinued treatment due to an adverse
event, as compared to 2% of 592 patients receiving placebo. In two fixed-dose studies, the rate of discontinuation for adverse events in patients receiving 10
mg/day LEXAPRO was not significantly different from the rate of discontinuation for adverse events in patients receiving placebo. The rate of discontinuation
for adverse events in patients assigned to a fixed dose of 20 mg/day LEXAPRO was 10%, which was significantly different from the rate of discontinuation for
adverse events in patients receiving 10 mg/day LEXAPRO (4%) and placebo (3%). Adverse events that were associated with the discontinuation of at least 1%
of patients treated with LEXAPRO, and for which the rate was at least twice the placebo rate, were nausea (2%) and ejaculation disorder (2% of male patients).
Generalized Amietv Disorder Among the 429 GAD patients who received LEXAPR010 to 20 mg/day in placebo-controlled trials, 8% discontinued treatment
due to an adverse event, as compared to 4% of 427 patients receiving placebo. Adverse events that were associated with the discontinuation of at least t % of
patients treated with LEXAPRO, and for which the rate was at least twice the placebo rate, were nausea (2%), insomnia (1%), and fatigue (1%). Incidence of
Adverse Events in Placebo-Controlled Clinical Trials Maior Depressive Disorder TABLE 1 enumerates the incidence, rounded to the nearest percent, of
treatment-emergent adverse events that occurred among 715 depressed patients who received LEXAPRO at doses ranging from 10 to 20 mg/day in placebo-
controlled trials. Events included are those occurring in 2% or more of patients treated with LEXAPRO and for which the incidence in patients treated with
LEXAPRO was greater than the incidence in placebo-treated patients. The prescriber should be aware that these figures can not be used to predict the inci-
dence of adverse events in the course of usuai medical practice where patient characteristics and other factors differ from those which prevailed in the clinical
trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical investigations involving different treatments, uses, and inves-
tigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug fac-
tors to the adverse event incidence rate in the population studied. The most commonly observed adverse events in LEXAPRO patients (incidence of approxi-
mately 5% or greater and approximately twice the incidence in placebo patients) were insomnia, ejaculation disorder (primarily ejaculatory delay), nausea,
sweating increased, fatigue, and somnolence (see TABLE 1). TABLE 1: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials
for Major Depressive Disorder* [LEXAPRO (N=715) and Placebo (N=592)): Autonomic Nervous System Disorders: Dry Mouth (6% and 5%); Sweating
Increased (5% and 2%). Central & Peripheral Nervous System Disorders: Dizziness (5% and 3%). Gastrointestinal Disorders: Nausea (15% and 7%);
Diarrhea |8% and 5%); Constipation (3% and 1%); Indigestion (3% and 1%); Abdominal Pain (2% and 1%) General: Influenza-like symptoms (5% and 4%);
Fatigue (5% and 2%). Psychiatric Disorders: Insomnia (9% and 4%); Somnolence (6% and 2%); Appetite Decreased (3% and 1 %): Libido Decreased (3%
and 1%). Respiratory System Disorders: Rhinitis (5% and 4%); Sinusitis (3% and 2%). Urogenital: Ejaculation Disorder' (9% and <1%) Impotence (3%
and <1%); Anorgasmia3 (2% and <1%).
"Events reported by at least 2% of patients treated with LEXAPRO are listed, except for the following events which had an incidence on placebo a LEXAPRO:

headache, upper respiratory tract infection, back pain, pharyngitis, inflicted injury, anxiety. 'Primarily ejaculatory delay. Denominator used was for males only
(N=225 LEXAPRO: N=188 placebo). 'Denominator used was for females only (N=490 LEXAPRO: N=404 placebo). Generalized Anxiety Disorder TABLE 2

enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred among 429 GAD patients who received
LEXAPR010 to 20 mg/day in placebo-controlled trials. Events included are those occurnng tn 2% or more of patients treated with LEXAPRO and for which
the incidence in patients treated with LEXAPRO was greater than the incidence in placebo-treated patients. The most commonly observed adverse events in
LEXAPRO patients (incidence of approximately 5% or greater and approximately twice the incidence in placebo patients) were nausea, ejaculation disorder
(primarily ejaculatory delay), insomnia, fatigue, decreased libido, and anorgasmia (see TABLE 2). TABLE 2: Treatment-Emergent Adverse Events: Incidence
in Placebo-Controlled Clinical Trials tor Generalized Anxiety Disorder' [LEXAPRO (H=429) and Placebo (N=427)]: Aulonomic Nervous System Disorders:
Dry Mouth (9% and 5%); Sweating Increased (4% and 1%). Central & Peripheral Nervous System Disorders: Headache (24% and 17%)- Paresthesta (2%
and 1%). Gastrointestinal Disorders: Nausea (18% and 8%); Diarrhea (8% and 6%); Constipation (5% and 4%); Indigestion (3% and 2%); Vomiting (3%
and 1%); Abdominal Pain (2% and 1%); Flatulence (2% and 1%); Toothache (2% and 0%) General: Fatigue (6% and 2%)- Influenza-like symptoms (5% and
4%). Musculoskeletal: Neck/Shoulder Pain (3% and 1%). Psychiatric Disorders: Somnolence (13% and 7%); Insomnia (12% and 6%)' Libido Decreased
(7% and 2%); Dreaming Abnormal (3% and 2%); Appetite Decreased (3% and 1 %); Lethargy (3% and 1%); Yawning (2% and 1 %). Urogenital: Ejaculation
Disorder" (14% and 2%); Anorgasmia' (6% and <1%); Menstrua) Disorder (2% and 1%).
'Events reported by at least 2% of patients treated with LEXAPRO are listed, except for the following events which had an incidence on placebo a LEXAPRO'

inflicted injury, dizziness, back pain, upper respiratory tract infection, rhinitis, pharyngitis.' Primarily ejaculatory delay Denominator used was for males only
(N=182 LEXAPRO; N=195 placebo). -Denominatorused was for females only (N=247 LEXAPRO; N=232 placebo).

Dose Dependency ol Adverse Events The potential dose dependency of common adverse eventsldefined as an incidence rate of * 5 % in either the 10 mg or
20 mg LEXAPRO groups) was examined on the basis of the combined incidence of adverse evnlts in two fixed-dose trials. The overall incidence rates of
adverse events in 10 mg LEXAPRO-treated patients (66%) was similar to that of the placebo-treated patients (61%), while the incidence rate in 20 mg/day
LEXAPRO-treated patients was greater (86%). Table 3 shows common adverse events that occurred in the 20 mg/day LEXAPRO group with an incidence that
was approximately twice that of the 10 mg/day LEXAPRO group and approximately twice that of the placebo group.
TABLE 3: Incidence of Common Adverse Events* in Patients with Major Depressive Disorder Receiving Placebo (N=311), 10 mg/day
LEXAPRO (N=310), 20 mg/day LEXAPRO (N=1Z5)]: Insomnia (4%, 7%, 14%); Diarrhea (5%, 6%, 14%); Dry Mouth (3%, 4%. 9%); Somnolence (1%. 4%.
9%); Dizziness (2%, 4%, 7%); Sweating Increased (<1%, 3%, 8%); Constipation (1%, 3%, 6%); Fatigue (2%, 2%, 6%); Indigestion ( 1 % , 2%, 6%).

'Adverse events with an incidence rate of at least 5% in either of the LEXAPRO groups and with an incidence rate in the 20 mg/day LEXAPRO group that
was approximately twice that of the 10 mg/day LEXAPRO group and the placebo group.

Male and Female Sexual Dysfunction with SSRIs Although changes in sexual desire, sexual performance, and sexual satisfaction often occur as
manifestations of a psychiatric disorder, they may also be a consequence of pharmacologic treatment. In particular, some evidence suggests that SSRIs
can cause such untoward sexual experiences. Reliable estimates o l the incidence and severity of untoward experiences involving sexual desire, performance,
and satisfaction are difficult to obtain, however, in part because patients and physicians may be reluctant to discuss them. Accordingly, estimates of the inci-
dence of untoward sexual experience and performance cited in product labeling are likely to underestimate their actual incidence. TABLE 4 shows the incidence
rates of sexual side effects in patients with major depressive disorder and GAD in placebo-controlled trials.
TABLE 4: Incidence of Sexual Side Effects in Placebo-Controlled Clinical Trials (In Males Only: LEXAPRO ( M 0 7 ) and Placebo (N.383)J: Ejaculation
Disorder (primarily ejaculatory delay) (12% and 1 %); Ubido Decreased (6% and 2%); Impotence (2% and <1 %). [In Females Only: LEXAPRO (H=737J and
Placebo <H=636)]: Libido Decreased (3% and 1 %); Anorgasmia (3% and <1 %)
There are no adequately designed studies examining sexual dysfunction with escitalopram treatment. Priapism has been reported with all SSRIs. While it is
difficult to know the precise risk oi sexual dysfunction associated with the use of SSRIs, physicians should routinely inquire about such possible side effects.
Vital Sign Changes LEXAPRO and placebo groups were compared with respect to (1) mean change from baseline in vital signs (pulse, systolic blood
pressure, and diasiolic blood pressure) and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline in these vari-
ables. These analyses did not reveal any clinically important changes in vital signs associated with LEXAPRO treatment. In addition, a comparison of supine
and standing vital sign measures in subjects receiving LEXAPRO indicated that LEXAPRO treatment is not associated with orthostatic changes. Weight
Changes Patients treated with LEXAPRO in controlled trials did not differ from placebo-treated patients with regard to clinically important change in body
weight. Laboratory Changes LEXAPRO and placebo groups were compared with respect to (1) mean change from baseline in various serum chemistry, hema-
tology, and urinarysis variables and (2) the incidence o l patients meeting criteria for potentially clinically significant changes from baseline in these
variables. These analyses revealed no clinically important changes in laboratory test parameters associated with LEXAPRO treatment. ECG Changes
Electrocardiograms from LEXAPRO (N=625), racemic citalopram (N=351), and placebo (N=527) groups were compared with respect to (1) mean change from
baseline in various ECG parameters and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline in these vari-
ables. These analyses revealed (1) a decrease in heart rate of 2.2 bpm for LEXAPRO and 2.7 bpm for racemic citalopram, compared to an increase of 0.3 bpm
for placebo and (2) an increase in QTc interval of 3.9 msec for LEXAPRO and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo. Neither
LEXAPRO nor racemic citalopram were associated with the development of clinically significant ECG abnormalities. Other Events Observed During the
Premarketing Evaluation of LEXAPRO Following is a list of WHO terms that reflect treatment-emergent adverse events, as defined in the introduction to the
ADVERSE REACTIONS section, reported by the 1428 patients treated with LEXAPRO for periods of up to one year in double-blind or open-label
clinical trials during its premarketing evaluation. All reported events are included except those already listed in TABLES 1 & 2, those occurring in only one
patient, event terms that are so general as to be uninformative, and those that are unlikely to be drug related. It is important to emphasize that although the
events reported occurred during treatment with LEXAPRO, they were not necessarily caused by it. Events are further categorized by body system and
listed in order of decreasing frequency according to the following definitions: frequent adverse events are those occurring on one or more occasions in at least
1/100 patients; infrequent adverse events are those occurring in less than 1/100 patients but at least 1/1000 patients. Cardiovascular - Frequent:
palpitation, hypertension. Infrequent bradycardia, tachycardia, ECG abnormal, flushing, varicose vein. Central and Peripheral Nervous System Disorders -
Frequent light-headed feeling, migraine. Infrequenttremw, vertigo, restless legs, shaking, twitching, disequilibrium, tics, carpal tunnel syndrome, muscle con-
tractions involuntary, sluggishness, coordination abnormal, faintness, hyperreflexia, muscular tone increased. Gastrointestinal Disorders - Frequent: heart-
bum, abdominal cramp, gastroenteritis. Infrequent: gastroesophageal reflux, bloating, abdominal discomfort, dyspepsia, increased stool frequency, belching,
gastritis, hemorrhoids, gagging, polyposis gastric, swallowing difficult. General - Frequent: allergy, pain in limb, fever, hot flushes, chest pain. Infrequent: edema
of extremities, chills, tightness of chest, leg pain, asthenia, syncope, malaise, anaphylaxis, fall. Hemic and Lymphatic Disorders - Infrequent: bruise, anemia,
nosebleed, hematoma, lymphadenopathy cervical. Metabolic and Nutritional Disorders - Frequent increased weight. Infrequent decreased weight, hyper-
glycemia, thirst, bilirubin increased, hepatic enzymes increased, gout, hyperoholesterolemia. Musculoskeletal System Disorders - Frequent: arthralgia, myal-
gia. Infrequent fat/ stiffness, muscle cramp, muscle stiffness, arthritis, muscle weakness, back discomfort, arthropathy, jaw pain, joint stiffness. Psychiatric
Disorders - Frequent: appetite increased, lethargy, irritability, concentration impaired. Infrequent: jitteriness, panic reaction, agitation, apathy, forgetfulness.
depression aggravated, nervousness, restlessness aggravated, suicide attempt, amnesia, anxiety attack, bruwsm, carbohydrate craving, confusion, deperson-
alization, disorientation, emotional lability, feeling unreal, tremulousness nervous, crying abnormal, depression, excitability, auditory hallucination, suicidal ten-
dency. Reproductive Disorders/Female" - Frequent menstrual cramps, menstrual disorder. Infrequent: menorrhagia, breast neoplasm, pelvic inflammation,
premenstrual syndrome, spotting between menses. *% based on female subjects wily: N=905. Respiratory System Disorders - Frequent: bronchitis, sinus
congestion, coughing, nasal congestion, sinus headache. Infrequent asthma, breath shortness, laryngitis, pneumonia, tracheitis. Skin and Appendages
Disorders - Frequent rash. Infrequent pruritus, acne, alopecia, eczema, dermatitis, dry skin, folliculitis, lipoma, furunculosis, dry lips, skin nodule. Special
Senses- Frequent vision blurred, tinnitus. Infrequent: taste alteration, earache, conjunctivitis, vision abnormal, dry eyes, eye irritation, visual disturbance, eye
infection, pupils dilated, metallic taste. Urinary System Disorders - Frequent: urinary frequency, urinary tract infection. Infrequent: urinary urgency, kidney
stone, dysuria, blood in urine. Events Reported Subsequent to the Marketing ot Racemic Citalopram and Escttalopnm Although no causal relationship to
racemic citalopram or escitalopram treatment has been found, the following adverse events have been reported to have occurred in patients and to be tempo-
rally associated with racemic citalopram treatment and with escitalopram treatment during postmarketing experience and were not observed during the pre-
marketing evaluation of citalopram or escitalopram: acute renal failure, angioedema, toxic epidermal necrolysis, gastrointestinal hemorrhage, grand mal seizures
(or convulsions), neuroleptic malignant syndrome, pancreatitis, QT prolongation, rhabdomyolysis, serotonin syndrome, thrombocytopenia, torsades de pointes.
Events Reported Subsequent to the Marketing of Racemic Citalopram (not observed during the postmarketing experience with escitalopram) Although no
causal relationship to racemic citalopram treatment has been found, the following adverse events have been reported to have occurred in patients and to be tem-
porally associated with racemic citalopram treatment and were not observed during the premarketing evaluation of citalopram: akathisia, allergic reaction, ana-
phylaxis, choreoathetosis, delirium, dyskinesia, ecchymosis, erythema multiforme, hemorybc anemia, hepatic necrosis, myoclonus, nystagmus, priapism, pro-
lacb'nemia, prothrombin decreased, spontaneous abortion, thrombosis, and ventricular arrhythmia. Events Reported Subsequent to the Marketing of
Escitalopram (not observed during the postmarketing experience with citalopram) Although no causal relationship to escitalopram treatment has been found,
the following adverse events have been reported to have occurred in patients and to be temporally associated with escitalopram treatment and were not observed
during the premarketing evaluation of escitalopram: aggression, atrial fibrillation, seizures, diplopia, dystonia, extrapyramidal disorders, abnormal gait, visual hal-
lucinations, hepatitis, hypotension, myocardial infarction, orthostatic hypotension, pulmonary embolism, SIADH, ventricular tachycardia.
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