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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 efﬁc‘acy that goes beyond adequate
symptom control—to help them reach new heights

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

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

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

www.ADDERALLXR.
www.ADHDSupportCompany.com

Shire US Inc.

your ADHD support company= £h H
1-800-828-2088 l re
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Abuse of amphetamines may lead to dependence. ADDERALL XR is contraindicated in patients
with symptomatic cardiovascular disease, moderate to severe hypertension, hyperthyroidism
and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug
abuse, or current or recent use of MAO inhibitors. ADDERALL XR should be prescribed with
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BRIEF SUMMARY: Consult the full p
ADDERALL XR® CAPSULES Cit 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.

INDICATIONS ADDERALL XR® is indicated for the of Deficit Hyp 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 ADDERALLS®, the i of this CONTRAINDICATIONS
Advanced arteriosclerosis, symptomatm cardrovascular disease, moderate to severe hypertension,
hyperthyroidism, known hy ty or id y to the symp ic amines, glaucoma. Agitated
states. Patients with a hlslory of drup abuse. Durrng 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 behavror
disturbance and thought disorder. Long-Term Suppression of Growth: Data are i to

g information for product information.

|
release

dysphoria, i and Usage in Nursing Mothers: Amphetamines are
excreted in human milk. Mothers taking amphetamines should be advised to refrain from nursing. Pediatric
Use: ADDERALL XR® is indicated for use in children 6 years of age and older. Use in Children Under Six
Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied. Long-term effects of
amphetamines in children have not been well established. Amphetamines are not recommended for use in
children under 3 years of age. Geriatric Use: ADDERALL XR® has not been studied in the geriatric population.
ADVERSE EVENTS The premarketing development program for ADDERALL XR® included exposures in a 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_ZO) Satety
data on all patients are included in the discussion that follows. Adverse ions were by

adverse events, results of physical examinations, vital signs, weights, laboratory analyses, and ECGs. Adverse
events during exposure were obtalned primarily by general inquiry and recorded by clinical investigators using
terminology of their own ch 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

whether chronic use of stimulants in children, including amphetamine, may be causally associated with
suppression of growth. Therefore, growth should be monitored

of indi Is who d, 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

during treatment, and patients who are not growing or gaining
weight as expected should have their treatment interrupted.
PRECAUTIONS General: The least amount of amphetamine feasible
should be prescribed or dispensed at one time in order to minimize
the possibility of overdosage. Hypertension and other

ONE DOSE DAILY

patients discontinued due to adverse events (including 3 patients
with loss of appetite, one of whom also reported insomnia)
compared to 2.7% (7/259) receiving placebo. The most frequent
adverse events associated with discontinuation of ADDERALL XR®
in controlled and uncontrolled, multiple-dose clinical trials (N=595)

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

ADDRVIRG

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

ADDERALL XR®, especially patients with hypertension. Tics:
Amphetamines have been reported to exacerbate motor and phonic
tics and Tourette’s syndrome. Therefore, clinical evaluation for tics
and Tourette’s syndrome in chrldren and their families should
precede use of sti for Patients:

5mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES | Anorexia (loss of appetite) 2.9
(Mixed Salts of a Single-Entity Amphetamine Product) wsf’mh{"la }g
Dextroamphetamine Sulfate Dextroamphetamine Saccharate | ¢ ergr OISIS bil 10
Amphetamine Aspartate Monohydrate - Amphetamine Sulfate | o, ora ity 07

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 (guanethrdrne,
reserpine, glutamic acid HCI, ascorbic acid, etc.) lower absorption of i Urinary acidifying
agents—These agents (ammonium chloride, sodium acid phosphate, etc.) increase the concentration of the
ionized species of the amphetamine thereby i ing urinary ion. Both groups of agents
Iower Dlood Ievels and eﬁlcacy ot A rgic blockers—A gic blockers are inhibited by

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 i g different uses, and i The cited figures, however, do provide

agents—Gastroi | alkalinizing agents (sodium bicarbonate, etc.) increase
absorption of 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.

the prescribing p 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

Both groups of a?ents mcrease bloop levels and therefore potentiate the actions uf‘ amphetamines. Body System Preferred Term ADDERALL XR® (N=374) | Placebo (N=210)
pressaiilo; HreyGic may enhance the activity of tricyclic P O "General Abdominal Pain (stomachache) | 14% 10%
Y om agents; d- A I with or protripty € ar_\d possrbl_y other' tricyclics Accidental Injury 3% 29,
cause striking and d in the of d-amphetamine in the brain; cardiovascular Asthenia (fatigue) 2% 0%
effects can be potentiated. MAQ inhibitors—MAO! antidepressants, as well as a metabolite of furazolidone, Fever 5% 2%
slow amphetamine metabolism. This slowing potentiates amphetamines, increasing their effect on the release Infection 4% 29%
of norepil ine and other ines from gic nerve endings; this can cause headaches and other Viral Infection 2% 0%
signs of hypertensive crisis. A variety of toxic neurologrcal effects and malignant hyperpyrexia can occur, Digestive System Loss of Appetite 22% 2%
sometimes with fatal results. may the sedative effect of Diarrhea 2% 1%
antihi Antihypertensives may ize the hyp effects of Dyspepsia 2% 1%
antrhypenensrves Chlorpromazine—Chlorpromazine blocks dopamine and norepinephrine receptors thus Nausea 5% 3%
ibiting the central effects of i and can be used to treat Vomiting 7% 4%
Eth ines may delay i | absorption of ethosuximide. Haloperido/—Haloperidol Nervous System Dizziness 2% 0%
blocks dopamine receptors, thus i the central effects of i Lithium Emotional Lability 9% 2%
b The ic and y effects of may be inh by lithium carbonate. Insomnia 17% 2%
A ines p iate the ic effect of meperidine. Methenamine therapy—Urinary Nervousness 6% 2%
of h is i d, and efficacy is reduced, by acidifying agents used m methenamlne Metabolic/Nutritional | Weight Loss 4% 0%
therapy Narap/nephrme——Amphetam|nes enhance the gic effect of pinephrine. Pl
ines may delay inal absorption of bital; c istration of ph bital may  The adverse reactions have been with use: C
produce a synergisti I action. Phenytoin—A may delay i absorption of levation of blood p . There have been |solated repons of cardlomyopathy assocrated with
; 60 ini of phenytoin may produce a synergistic action. Propoxyp chromc amphetamrne use. Central Nervous System: Psy at r ded doses,
In cases of propoxyphi overdosage, hetamine CNS sti jon is p d and fatal Isions can dizziness, i euphoria, dyskinesia, dysphoria, tremor, headache,
occur. Veratrum i i inhibit the hyp ive effect of veratrum alkalords exacerbation of motor and phonrc tics and Tourettes syndrome. Gastrointestinal: Dryness of the mouth,
Drug/Laboratory Test Interactions: Amphetamines can cause a significant el in plasma corti taste, diarrhea, ion, other g inal disturbances. Anorexia and weight loss may

levels. This increase is greatest in the evening. Amphetamines may interfere with urinary steroid
determinations. Carcinogenesis/Mutagenesis and Impairment of Fertility: No evidence of carcinogenicity
was found in studies in which d,l-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats
in the diet for 2 years at doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and
5 mg/kg/day in male and female rats. These doses are approximately 2.4, 1.5, and 0.8 times, respectively, the
maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis. Amphetamine, in

occur as undesirable effects. Allergic: Urticaria. Endocrrne Impotence, changes in libido. DRUG ABUSE AND
DEPENDENCE ADDERALL XR® is a ines have been I

abused. T , extreme psy 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. Mani ions of chronic i ion with ines may include severe

the enantiomer ratio present in ADDERALL® (immediate-release)(d- to |- ratio of 3:1), was not ic in

the mouse bone marrow micronucleus test in vivo and was negative when tested in the E. coli comp
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 mi test, an equivocal resp in the Ames test, and negative

der , marked i ia, rrr|tabr|rty hyperactwrty and personality changes. The most severe
of i of chronic intoxi is psy often clinically indistinguishable from schizophrenia.
OVERDOSAGE patient resp to varies widely. Toxic symptoms may occur

idiosyncratically at low doses. Symptoms: Manrfestatmns of acute overdosage with amphetamnnes include
tremor, hyperreflexia, rapid i { panic states,

responses in the in vitro sister and ch | aberration assays. A inthe
enantiomer ratio present in ADDERALL® (immediate-release)(d- to |- ratio of 3:1), did not adversely affect
fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately 5 times the
maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis). Pregnancy:
Pregnancy Category C. ine, in the i ratio present in ADDERALL® (d- to |- ratio of 3:1), had
no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,
respectively. These doses are approximately 1.5 and 8 times, resp ded human
dose of 30 mg/day on a mg/mz body surface area basis. Fetal malformattons and death have been reported in
mice gp ion of d doses of 50 mg/kg/day (approximately 6 times the
maximum recommended human dose of 30 mg/day on a mg/m? basis) or greater to pregnant animals.
Administration of these doses was also associated with severe maternal toxicity. A number of studies in
rodents indicate that prenatal or early p to (d- or d,l-), at doses similar to those

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 Isions and coma. Tr : Consult wrth a Cemfred Poison Control Center for up-
to-date guidance and advice. of acute is largely sy ic and
includes gastric lavage, administration of charcoal, of a cathartic and sedation.
Experience with hemodralysrs or peritoneal dtalysrs is to permit ion in this regard.
Acidification of the urine , but is belleved to increase rlsk of acute renal
failure if myoglobinuria is present. If acute severe hypertensron
administration of intravenous phentolamine has been suggested. However, a gradual drop in blood pressure
will usually result when sufficient sedation has been achieved. Chlorpromazrne antagonizes the central

effects of and can be used to treat ication. The p ged release
of mixed amphetamine salts from ADDERALL XR® should be considered when treating patients with

used clinically, can result in long-term neur and behavioral Reported b 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
dextr sulfate with | in 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 d dent on have an i risk of p delivery
and low birth weight. Also, these infants may experience symp of as by
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dose. 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, Intemational Editor), cfo 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 teviewers with no conflict of
interest in reviewing the work. Contact information
with affiliations and e-mail address should be included.
Peer review is anonymous.

Manuscript Preparation
Length Reviews and Original Research should not

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

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

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

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

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

Figures/Tables Please provide original figures andfor
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/VP_Protocol htm. Accessed October 15, 2003.

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

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

Disclosure of Commercial and

Non-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

[J 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

[J Six CME multiple-choice questions with answers

[ 1 Three to six focus points

(1 Disk labeled with the word processing program, title of
papet, and lead author’s name

[JNames and affiliations of three to five potential peer
reviewers
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BRIEF SUMMARY of PRESCAIBING INFORMATION
mmus AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
egisodes associated with bipolar | disorder, as either monotherapy or adjunct therapy to lihium or divelpraex. The
efficacy of SERGOUEL in acute bipolar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy trial of bipolar | patients initially hospitafized for up to 7 days for acute mania. Effectiveness for
mors than 3 weeks has not been systematically evaluated in chinical trials. Therefore, the physician who elects to use
SEROQUEL for extended pem)ds should 'genomcalty re-evaluate the long-term risks and benefits of the drug for
the individual patient. Sehizophremla: SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schlznphrenla was established in short-term {6-week) cantralied trials of schizophrenic inpatients.
The effectiveness of SEROQUEL in lang-term use, that is, for more than 6 , has not been systematically
evaluatedin comrolled tnals Therefore, the physician ‘who eects to use SEROQUEL for extenced periods should
re-gyaluate the long-term usefulness of the drug for the individual patient.

wnmmmm. SEROQUEL is contraindicated in individuals with a known hypersensttiviy to this medica-
Hion or aay of its ingredients.

WARNINGS: Nauroleptic ml:unms drome (NMS}: A potentially fatal symptom complex sometimes referred to

SEROQUEL® (quetiapine fumarate) Tablets

SEROQUEL® fumarate) Tablets

in cardiac patients (see Orthostatic Hypotension). Information for Pamnls Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotension: Patients should be
advised of the risk of orthastatic ypotension, especially during the 3- 5 day period of initial dose titration, and also
attimes of re-inftiating treatment or increases in dose. interference with Cogniive and Motor Performance: Sice
somnolence was 2 commonly reporied adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnolance, especially during the 3-5 day period of initial dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as cpevalmg & motor vehicle (including
automabiles) or operating hazardous machinery, until they are reasonahly certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to oty their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SERCQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or plan to take, any prescription or over-the-counter drugs. Alsohl: Patients should be
advised to avoid consurming alcoalic heverages wile taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration, Laboratory Tests: No spe-

2 Neuroleptic Malignant 5{ rome (NMS) has been reported in association with administration of
Rare cases of NMS have been reported with SEROQUEL. Clinical manifestafions of

cific laboratory Drug Interactions; The risks of using SEROGUEL in combination with other

including SEROQUEL
abmru hypermyrexia, muscle rigicity, atered mental status, and evidence of autonomic instabilty (rreqular pulse
or blood pressure, tachycardia, diaphoresis, and cardiac aysmythmla? Addtional signs may include elevated crea-
okinase, myoglobinuria (rhabdomyolysis) and acute renal faiure. The diagnostic evaluation of patients
with this syndrome is complicated. In arriving at a diagnosis, it is impartant to exclude cases where the clinical pre-
sentation inciudes both serious medical illness (e.g., pneumanla syslemic infection, etc.) and untreated or inade-
quately reated extrapyramidal signs and symtoms (EPS important consi in the differential di
nosis include central annchmmemlc toxicity, heat stroke, drug fever and primary central nervous system (CNS)
pathology. The management of NMS shoul include: 1) immediate discontinuation of antipsychatic drugs and other
drugs not essential to concurrent therapy; 2) intensive Sympomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires antipsychofic drug
freatment after recovery from NMS, the patential reintrocuction of drug therapy should be carefully considered. The
patient should be carefully monftared since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of patentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. Athough the prevalence of the syndrome appears to be highest amang the elderly, especially elderly
‘wamen, it is impassible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment,
which patients are likely to develop the syndrome. Whether antipsychotic drug preducts differ in their potential to
cause tmﬁve dyskinesia is unknown The nsk of developinyg tardwve dyskinesia and the fikelinood that it wif become
ed to increase as th treatment and the dose of antipsychotic drugs
administered to the panem increase. However, the syndrome can devetop, afthough much less commonty, after rel-
atively briet treatment periods at low doses. There is no known treatment for estabiished cases of tardive dyskinesia,
afthaugh the syndrome may remit, partilly or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, itsel, however, may Suppress (or namaw suppress) the signs and symptoms of the syndrome and there-
by may possibly mask the undenyl process. The effect that symptomatic Suppression has upan the long-term
course of the syndrome is unknown. Given these considerations, SEROGUEL should be prescribed in a manner that
srnostukzmn minimize e occurrence of tardive dyskinesia. Chronic antipsychatic treatment should generally be
for patients who appear to suffer fram a chranic liness that (1) is known to respond to antipsychatic drugs,
ad (2) for whom afternative, equally effective, but potentially less harmful treatments are not available or appropri-
ate, I pafients who do require chronic treatmen, the smallest dose and the shortest duration of ireatment produc-
:?lsansfmuly chinical response should be sought. The need for continued tréatment shoutd be reassessed peri-
kally. i signs and symptoms of tardive Gyskinesia appear in a patient on SEROQUEL, drug discontinuation should
considered. However, some patients may reqire treatment with SEROQUEL despite the presence of the syn-
dmme Hypergiycamia and Diabstes Mollitus: Hyperglycemia, in some cases extreme and associated with ketoaci-
dosis or hyperosmolar coma or death, has been reported in patients reated with atypical amtipsychatics, including
SEROQUEL. Assessment of the reiationship between atypical antipsychotic use and glucese abnermalities is com-
picated by the possitilty of an increased background risk of diabetes melitus in patients with schizaphrenia and
the increasing incidence of diabetes melitus in the general population. Given these confounders, the relationship
dtypical antipsychotic use and hyperglycemia-related adverse events is not completely understood
However, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
averds in patients treated wlm the aly)xcal antipsychotics. Precise risk estimates for hyperglycemia-related adverse
events in patients treated anﬁrsycmmcs are nat availabie. Patiéats with an estabiished diagniosis of da-
betes melitus who are s!znan on atypical antlw{choﬂcs should be monitored regularly for worsening of gfucose
control. Patients with risk factors for diabetes meflitus (eg, obestty, family history of diabetes) who are starting treat-
et with atypical antipsychotics should umo fasting blood glucase testing at the beginning of treatment and
fically during treatment. Any patient treated with atypical antipsychotics should be manitored for symptoms of
rplycemia including polydipsia, polyuria, polyphagia, and weakness. Patierts who develop symptoms af hyper-
glycemia during treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
hyperglycemia has resoived when the atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the Suspect drug.

PRECAUTIONS: General: Orthostatic Hypolension: SEROQUEL may induce orthostatic hypotension associated
vmh dizziness, mrmardﬂ and m some panems syncope esWCIaW during the initial dose-tiration peried, prob-
eﬂecﬂrgg O%n [:u as reported fn 1% (23/2567) of the patients
reated with ERDQUEL compaved with 0% (0/607) on placebo and about 0.4% (2/527) on active control drugs,
SEROQUEL shoutd be used with particular caution in patients with known cardiovascular disease (history of
myocardiat infarction of ischemic heart disease, heart failure or conduttion abnormalities), cerebravascular disease
or conditions which would predispose patients to hypotension (dehydration, hypovolemia and treatment with anti-
lensive medications). The risk of orthostatic hypotensian and syncape may be minimizec by limiting the ini-
i dos to 25 mq bid. Whypmermn nccurs during myatlon 1o the target dose, a return to the previous dose in the
Hration schedule is appropriate. Cata cataracts was observed in association with que-
Tapine reaknent in ehroaic dog Mu (m Anima} l»lwy in Prescribing Information). Lens changes have
bes uhumd lonis during long-ferm SEROQUEL treatment, but 3 causal relationship to SEROQUEL
. Nevertheless, the possituiity of lenticular changes cannot be exciuded af this
lm Tharetore, lnmlmﬂon of the lens iy metheds adequate to detect cataract formation, such a8 siit lamp
¢ other riatel uﬁn ls recommanded at fnitiation of treatment or dmmy thereafter,
lnl o § month [niervais during treatmenl. Seizres: During clinical trials, seizures occurred in 0.6%
[WZM) of panems treated wlth SERUQUEL carsgared to 0.2% (1/607) on placebo and 0.7% (4/527) on active
controt dr with ofher antipsychatics SERCQUEL should be used cautiously in patients with a history o
‘Seizures of wm conditions that patentially fower the seizure threshoid, e.g., Alzheimer's dementia. Conditions that
Jower the seizure threshoid may be more prevalent in & population of 65 years o olger, Hypothyrofdism: Clinicaf tr-
s with SEROQUEL demonstrated a dose-related decrease in total and free thyraxine (T4} of approximately 20% at
the higher end of the therapeutic dose range and was maximal in the first two to four weeks of treatment and main-
tained without adaptation or progressian during more chraric merap]yBGenerally these changes were of no clinical
signéficance and TSH was unchanged in most patients, and levels of TBG were unchanged. 1n nearly all cases, ces-
sanon of SEROQUEL treatment was associated with 4 reversal of the effects on total and free T4, irrespective of the
duraton of yeatment, About 0.4% 9212791) of SERDOLEL patients did expesience TSH increases in monothera-
py studies. Six of the patients with TSH increases needed replacement thyroid reatment. n the mania adjunct stud-
s, wherg SEROQUEL was added to lithium or divalproate, 12% (24/196) of SERQQUEL treated patients compared
1o 7% {£5/203) of placebo treated patients had elevated TSH levels. Of the SERDQRUEL treated patients with elevat-
od TSH levels, 3 had simuitaneous low free T4 levels. Cholestarof and Triglyceride Elevations: (n schizophrenia tri-
als, SERDQUEL-treated patients had increases from baseiing in cholesterol and trighyceride of 11% and 17%,
Tespectively, wmmved to sight decreases for placebo patients. These changes were onfy weaklr related to the
increases in weight observed in SEROQUEL-treated patients. Hyperprolactinemia: Although an elevation of pro-
lactin tevets was not demonstrated in clinical triaks with SEROQUEL, increased prolactin levels were observed in rat
shdies wih 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-
factin dependent in witro, a factor of potential importance if the prescription of these drugs is contemplated in a
patient with previously detected Oreast canicer. Ahough disturbances such as galdctarrhea, amenorrhea, gyneca-
mastia, and impotence have heen reparted with prolactin-elevating compounds, the clinical significance of efevated
sarum projactin lewels is unknown for most patients. Neither clinical studies nor epidemialagic studies condu
o date have shown an association between chronic administration of this class of drugs and tumorigenesis in
humans; the available evidence is considered too fimited to be conclusive at this time. Transaminase Elevations:
mmatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reparted, in
izophrenia 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 SERDQUEL
compared to 1% for placebo. In acute bipolar mania trials, the propestins of patients with transaminase elevations
of > 3 times the upper limits of the narmal reference range in a pool of 3- to 12-week placebo-cantrolled trials were
approximatety 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usually occurred within the
first 3 weeks ot drug treatment and promptly returned o pre-study levels with ongaing treatment with SEROQUEL.
Polential for Cognitiva and Motor Impaiment: Somnolence was a commanly reported adverse event reported in
patients treated with SEROQUEL especiatly during the 3-5 day period of intial dose-ttration. In schizophrenia trials,
somaolence was reported in 18% of patients on SEROQUEL compared to 11% of placebo patients. In acute bipo-
lar mania triais using SEROQUEL a5 monomerany somnolence was reported in 16% of patients on SEROQUEL
compared to 4% of placebo patients. In acute m?.olar mania trials using SEROGUEL as adjunct therapy, scrnolence
was reported in 34% of patients on SEROGUEL compared to 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skils, patients should be cautioned abaut performing activities
requiring mental alertriess, such as operating a motor vehicle {including automebiles) or operating hazardous
machinery unti they are reasonably certain that SEROQUEL therapy does riot affect them adversely. Priaplsm: One
case of priapism in a patient receiving SEROGUEL has been reported prior to market moducnon wnue a causal
relationship 1o use of SEROQUEL has not been established, ather drugs with alpha: ots have

drugs have nat been extensively evaluated in Systemati studies. Given the primary CNS effects of SEROQUEL, cau-
1ian should be used when 1 i taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohal in 2 clinical trial in subjects with Selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL. Because of s potentialfor inducing hypotension, SEROQUEL
may snhance the effects of certain antihyy Igenenswe agents. SEROQUEL may antagonize the effects of levodapa and
dopamme agonlsts The Etfact of Other Drugs on Quetiapine: Phanyloin: Coadministration of quetiapine (250 mg
m& ytoin {100 my tid) increased the mean oral clearance of quetiapine by 5-fold. Increased dosss of
CQUEL may be required to maintain control of symptoms of schizaphrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducars (.g., carbamazepine, barbiturates, ritampin, glucocorticoids). Caution
should be taken if phenytoin is withdrawn znd replaced with a non-inducer (8.9, valproate). Divalproex:
Coadministratien of quetiapine {150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma
concentration of quetiapine at steady stafe by 17% without affecting the extent of absorption or mean oraf clearance.
Thioridazine: Thioridazine {200 mg bid) increased the oral clearance of quetiaping (300 mg bid) by 65%.
Cimtidine: Administration of multple daily doses of cimetidine (400 mg id for 4 days) resutied ina 20% decrease
in the mean oraf clearance of guetiapine (150 mg tid). Oosage adjustment for %uenaplne s not required when it is
given with cimetidine. P450 3A {nhibitors: Coadministration of ketoconazoe (200 mg once dallg for 4 days), a potent
infibitor of cytochrome P450 3, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in max-
Imum plasma concentration of quetiapine. Caution is indicated when SERDQUEL is administered with ketoconazole
and ofher inhibitors of cyfochrome P450 34 (2.0., fraconazole, fluconazofe, and grythromycinj. Fluaxeting,
Imipramine, Haloperidol, and Risperidone: Coagminisraton of floetine (60 mg once daily); imipramine (76 mg
bid), hataperidol (7.5 mg bid), or risperidone (3 mg hid} with quetiapine (300 mg bid) did not ater the steady-state
pharmagakinetics of uetiapine. Eftect of Quatiapine on Other Drugs: Lorazepam: The mean eral clearance of
lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dos-
ing. Divaiproex: The mean maximum cencentration and extent of absorpticn 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 of tatal valproic acid (administered as divalproex 500 mg bid) was increased by 11% in the
presénce of quellapme(150 mg bid). The changes were not significant. Lithlum: Concomitant administration of que-
tiapiste (250 mg fid) with lithium had no effect on any of the steady-state pharmacokinetic. parameters of lithium.
Antipyrine: Adminisiration of muliple daily doses up to 750 mo/day (on a tid schedule) of quefiapine to subjects
with sglscted psychotic disorders had no clinically relevant effect on the clearance of antipyrine or usinary recovery
of antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsibl for cylochrome P450 mediated metabolism of antipyrine. Carcinagenests, Mutagenesis, Impairment
of Fertilty: Carcinogenesis: Carcinagenicity studies were conducted in C57BL mice ang Wistar rats. Quetiapine was
administered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75,
and 250 mvkg for two years. These doses are equwalemtom 05, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mq;lm2 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 follicular adgnomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dese on a m/m? basis and in male rats at a dose of 250
mkg or 3.0 times the maximum human dose on a m/fm? basis, Mammary gland adenocarcinomas were statisti-
cally significantly increased in female rats at al doses tested (26, 75, and 250 mg/kg or 0.3, 0.9, and 3.0 times the
maximur recommended human dose en & my/m? basis). Thyraid follicbar cefl adenomas may have resulted from
chroni stimatation of the thyroid gland by thyroid stintulating hormane (TSH} resulting from emhanced metabatisnt
and tiearance of thyroxine by rodent liver. Cianges in TSH, thyroxine, and thyroxine clearance consistent with this
mechantsm were observed in subchronic toxicity studies in rat and mouse and in & 1-year toxicity study in rat; how-
ever, the results of these studies were nat defintive. The relevance of the increases in thyroid follicular cell adeno
mas to human risk, through whatever mechanism, is unknown. have been shown t i

elevate prolactin levels in rodents. Serum measurements in a 1-yr toxmny study showed that quetiapine mcmsed
median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively. Increases in
mammary neoplasms have been found in rodents after chranic administration of other antipsychotic drugs and are
considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
gland tumors in rats to human risk is unknown {se Hyperprolactinemia in PRECAUTIONS, General). Mutagenasis:
The mutagenic potential of quetiapine was tested in six in vitro bacterial gene mutation assays and in an in vitro
mammalian gene mutation assay in Chinese amster Ovary cells However, sufficently high concentrations of que-
tiapine may ot have been used for all tester trains. Quetiapine did pmduce 4 reproducible increase in mutations in
one Saimonelia typhimurium tester strain i the presence of metaboiic actvation. No evidence of clastogenic poten-
tial was obtained in an i vitro chromosomal aberration assay in cultured human lymphacytes or in the in vivo
micronucleus assay in rats. Impairment of Fertlity: Quetiapine decreased mating and fertiity in male Sprague-
Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on 2 mg/m basis.
Drug-related effects included increases in interval to mate and in the number of matings required for Successful
impregnation. These effects cortinued to be observed at 150 mg/kg even after a two-week period without treatment.
The no-gftect dose for impaired mating and fertity in male rats was 25 mky, or 0.3 times the maximum human
dose on amy/m? basis. Queiapine adversely affected mating and fertilfy in female Sorague-Dawley rats at an oral
dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m2 basis, Drug-related effects included decreas-
¢s in matings and in matings resumng in pregnancy‘ ang an mcrease in the interval to mate. An increase in iregu-
lar estrus cycles was obiserved at dost mg/kg, ar 0.1 and 0.6 times the maximum human dose on a
mg/me basis. The no-effect dese in Iemale rats was 1 mg/kg, or 0.01 times the maximum human dose an a mg/m?
basis. Pragnancy: Preqnancy Category C: The teratogenic potential of quefiapine was studied in Wistar rats and

Outch Befted rabbits dosec during the period of organagenesis. No evidence of a teratogenic effect was detected in

rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/m? basis or in rabbits at
25t 100 mo/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, however, evidence of
embryo/feta toxicty. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and 200 mg/g
{0.6 and 2.4 times the maximum human dose on a mg/m? basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4
times the maximum human dose on a mg/mz basis). Fetal bady weight was reduced in rat fetuses at 200 mg/kg
and rabbit fetuses at 100 mo/kg (2.4 times the maximur human dose on a m/m? basis for bath species). There
was an increased incidence of a minor soft tissue anomaly (carpalfarsal flexure) in rabbit fetuses at a dose
of 100 mokg (24 times the maximum human dose on a mg/m? bass). Eviderce of matemal toxicty (i, decreases
n body weight gain and/or death) was observed at the fiigh dose in the rat study and & all doses in the rabbit study.
Ina perifpostatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg
070,01, 0.12, and 0.24 times the maximum human dose on a mg/m? basis. However, in a nrellrmnary peri/postna-

fal stuny there were increases in fetal and pup death, and decreases in mean lter weight at 150 mg/kg, or 3.0 imes
the maximurm human dose on a mg/me basis. There are no adequate and well-controlied studies in pregnant women
and quetiapine should be used during pregnancy only f the patential beneft justifies the potential risk to the fetus.
Labor and Delivery: The effect of SEROUUEL on labor and delivery in humans is unknown. Nursing Mothers:
SEROQUEL was excreted in milk of treated animals during lactation. It is not known it SEROQUEL is excreted in
human milk, ft s recommended that women receiving SEROQUEL should not breast fecd. Pediaric Use: The safe-

ty and effectiveness of SEROQUEL in pediatric patients have not been established. Gerlatric Use: Of the approxi-

mately 3400 patients in cfinical studies with SEROQUEL, 7% f32) were 65 years of age or over. [n generai, there
was ng indication of any different tolerability of SERDOLEL i he elderly compared to younger acufts. Nevertheless,
the presence of factors that might decrease pharmagokinetic clearance, increase the pharmacodynamic response to

cted  SEROQUEL, or cause poorer tolerance or orthostasis, should lead fo consideration of alower starting dose, slower

titration, and careful monitering during the initial dosing period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderty patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived from a clinical frial database for SERGQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania 1monmnerap5 and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
mare dases of SEROGUEL for the treatment of schizophrenia. Of ihese approximately 3000 subjects, approximate-
Iy 2700 (2300 in schizophrenia and 405 in acute bipolar mania} were patients who participated in multiple dose
effectiveness trials, and their experience corresponded to approximately 914.3 patient-years. The conditions and

duration of treatment with SEROQUEL varied greatly and included {in overianping categories) open-label and dou-

bie-bling phases of studies, inpatients and outpatients, fixed-dose and dose-titration studies, and short-term ar
longer-term exposure. Adverse reactions were assessed by coflecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse events
during exposure were abtained by general inguiry and recarded by ciinical investigators using terminology of their
own choosing. Consequently, it is not possible o provide a meaningful estimate of the proportion of individuals
experiencing adverse events without first grouping similar types of events into a smafler number of standardized
event categories. In the tables and tabuations that follow, standard COSTART terminology has been used to classi~
fy reparted adverse events. The stated frequencies of adverse events represent the proportion of individuals whe
experienced, at least once, a treatment-emergent adverse event of the type (isted. An event was considered treat-
ment emergent it accurred for the first time o worsened while receiving therapy following baseline evaluation.
Advarse In Short-Tarm, Controlled Trials: Advarse Events Assotiated with Discontinuation of

been reported 1o induce priapisn, and it is possible that SEROQUEL may share this capacny ‘Severe priapism may
require surgical imervention. Body Temperature Regutation: Although not reported with SEROQUEL, disrugtion
of the body's abiity to reduce core bogatemnemure has been atiributed to antipsychotic agents. Appropriate
care s aivised when prescribing SERGQUEL for patients who wil be experiencing Conditions which may con-
fribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, recefv-
ing concomitant medication with anticholinergic activity, or being sbject to dehydration, Dysphagia: Esonhaqeal
dysmatiity and aspiration have been associated with antipsychotic drug use. Aspiration pneumona is a common
cause of mordidity and mortaity 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.
Suieide: The possitilty of 2 Suicide attempt is inherent in bipolar disorder and schizophrenia: close supervision of
high risk patients should accmany drug therapy. Prescriptions for SEROQUEL should be written for the smallest
Quantity of tzblets cansistent patient managemem in order to reduce the risk of overdase, Usa in Patients
with Concomitant liness: Clinical exparience with SEROQUEL in patients with certain concomitant systemic if-
nesses is limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent his-
of mymrmal infarction or unstably naan dlsmse Paﬂents wvm m dla noses were excluded from premar-

es. Because of the risk of ROQUEL, caution shouk] be observed
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Treatment Term, Placabo-Controlied Trali: Acvte Blpolar Mania: Overal, discontinuations due to
adverse evems were 5.7 % for SEROQUEL v5.5 1% for olacebo in montherapy and 3 % for SEROQUEL vs, 59%
for placeba in adjunct therapy. Schizophrenia: Overall, there was itle difference in the ingidence of discontinuation
due to adverse wems (4% for SEROGUEL vs, 3% for placebio) in a poa! of controlled trials. However, discantinua-
tians due o somnolence and hypatenision were considered to be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypatension 0.4% vs 0% for placebo. Adverse Events Occurring at an Incidence of
1% or More Among SEROQUEL Treated Patients in Short-Term, Piaceho-Controlled Triais; 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 patiant characteristics and other factors differ from those that prevailed in
the clinical trials. Similarty, the cited frequencies cannat be compared with figures obtained from other clinical inves-
tigations involving different treatments, uses, and investigators. The cited figures, however, do provid the pre-
scribing physician with some basis for estimating the refative contribution of drug and nonmug factors to the side
effect incidence in the population studied. The following treatrment-emergent adverse experiences accurred during
acute thera) 8 of schizophrenia (up to 6 weeks) and bipolar mania (up fo 12 weeks} i 1% or more of patients treat-
ed with SEROQUEL (doses ranging from 75 to 800 mp/day) where the incidence in patients treateg with SEROQUEL

&reater an tg incidence in placebo-treated patients. Treatment-Emergent Adverse Experignce Incidence in
by ge University Press

3 o 12-Week Placebo-| Comm(led Clinical Trials! for the Treatment of Schizophrenia and Acute Bipolar Mania
%’monmherapyg Body as a Whale: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever, Cardlovascular:
lachycardia, Postural Hypotension; Digestive: Dry Mouth, Genstipation, Vornmn% Dysg gsm Gastroentertis,
Gamma G{utamyl Transpepticase Increased; Melabolic and Ilmrlﬂnnnl Weight Gain, SGPT !ncreased, od, SB0T
Increased; urvaux Agmon Somnolence, Dizziness, Anxiety Rnplnhgg Pharyngitis, Rhintis; Skin and
Appondages: Rash; Special Senses: Amblyopia 1 Events for which the SERGQUEL ncidence was equaI fo or less
than piacebu are nat fisted in the tabl, but included the following: accidental Injury, akathisia, chest pain, cough
increased, depression, diarrhea, evtrapyramidal syndrome, hostily, hypertension, hypennma hypotension,
increzsed appelte, nfecion, insomna, eukopenia, malase, nausea, nervousness, paresthesia, perpheral edema,
sweating, tremor, and weiqm loss. In these studies, the most ccmmomy ubserved adverse events associated with
the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence (18%), dizzinss (11%), dry mouth (3%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia (5%). The following treatment-emergent adverse exa)enences accurred during
therapy {up to 3-weeks) of acute mania in 5% or more of patients treateu with SEROQUEL (doses ranging from
100 to 800 mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with
SEROGUEL was greater than the incidence in placebo-treated patients. Treatment- Emer&em Adverse Experience
Incidence in 3-Week Placebo-Gontrofled Clinical Trials* for the Treatmem of Acute Bipolar Mania (Adjunct Therapy):
Boty 28 & Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardlovascular: Postural Hypotension;
Digastive: Dry Mouth, Constlpmn Melabollc and Nutiional: Weight Gain: Nervous: Somnolence, Diziness,
Tremor, Agitation; Nuplmlmy: Pharyngiis. * Events for which the SEROQUEL incidence was equal to or less than
placebo are not listed in the table, but included the following: akathisia, dianhea, insomnia, and nausea. In these
Studies, the most commonly observed adverse events assorizted with the use of SEROQUEL fincidence of 5% or
greater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth
{19%), asthenia QD%L constipation (10%), abdominal pain (7%), pastural hypotension 47%; nharynmns (6%?
and weight gain (8%). Explorations for interactions on the basis of gender, age, and race did not reveal any clinically
meaningful cifferences in the adverse event occurrence on the basis of these demographic factors. Dose
Depandency of Adverse Events in Shor-Term, Placeho-Conirolled Trials: Dose-raiated Adverse Events:
Spontaneously elicited adverse event data from a sty of schizophrenia cnmpann? five ficed doses of SEROQUEL
(75 mg, 150 mg, 300 mg, 600 mg, and 750 mqlday‘ to placebo were expiored for dose-relatedness of adverse
events. Logistic regression analyses revealed a positive dose response (p<0.05) for the following adverse events:
dyspepsla, abdominal pain, and weight gain. Extrapyramidal !mplnm ata from one 6-week clinical tral of schiz-
?mema comparing five fixed doses of SEROQUEL (75, 150, 300, 600, 750 mgldaapmv»ded evidence for the lack
of treatment-emergent extrapyramidal symptoms kEPS) and dose-elatsdness for EPS assaciated with SEROQUEL
treatmet. Three methods were used ta measure EPS: (IJ Simpson-Angus tata scare (mean change from basg-
ling) which evaluates parkinsonism and akathisia, (2) incidence of spontaneous complaints of EPS (akathisia, aki-
nesia, cogwhee! rigidity, extrapyramidal syndmme hypertonia, hypokinesia, neck rigidity, and tremor), 2nd (3) use
of anucho\memuc medications to treat emergent EPS. In six addftional Elaceba -controled clnical s ials @i
acute mania and 3 in schizophrenla) using variable doses of SEROGUEL, there were no differenices between the
SEROQUEL and placebo treatment groups in the incidence of EPS, as assesssd by Simpson- Angus fotal scores,
spumanecus complaints of EPS and the use of cuncormtantammholmergm medications to treat EPS. Vital SIE!'“
Laboralory Studies: Yital Sign Changes: SEROGUEL is associated with orthostatic hypotension (see PRE:
CAUTIONS) Weight Gain: In schizophrenia trials the proportions of patients meeting a weight gain criterion of 27%
of boy weight were compared in a pool o four 3- 1o 6-week placebo-controlled ciinicaltrial, revealing a statisti-
cally significantl greater incidencs of weight gain for SEROQUEL (23%) icompared to placebn (6%). In_mania
monotherapy trals the proportions of patients megting the same weight gain criterion were 21% compared to 7%
for placebo and in mania adjunct therapy trials the proportion of patients meeting the same weight criterion were
13% compared to 4% for placebo. Laboratory Changes: An assessment of the premarketing experience for
SEROQUEL suggested that |t s assaciated with asymptomatic increases in SGPT and increases in both total cho-
lesteral and triglycerides {see PREGALTIONS}. An assessment of hematological Earamslers in short-term, placebo-
controlled trials revealed no clinically |mronznt differences between SEROQUEL and placeho. ECG Changes:
Between group comparisons for pooled placebo-controlled trials revealed no statistically swgnmcam
SEROQUEL/placebo differences in the proportions of patients expriencing potentialy important changes in ECG
parameters, incluging T, O, and PR intervals. However, the proportions of patients meefing the criteia for tachy-
cardia were compared in four 3- to 6-week placebo-controlied clinical trials for the treatment of schizophrenia
revealing a 1% |4/399| incidence for SEROQUEL compared to 0.6% (1/156) incidence for placebo. In acute
monotheral ;‘ %%lar mania trials the proportions of patients meeting the criteria for tachycardia was 0.5%
11192) for L compared 1o 0% (0178) incidence for placebo. in acute bipolar mania {adjunc) riais the
praportians of patients meeting the same critria was 0.6% (1/166) for SEROQUEL compared to 0% gwn inci-
dence for placebo, SEROQUEL use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats
per minut dtoa of 1 beat per minute ameng placebo pat fs. This sighttenden totachy-
cardia may be related to SERQUELS potential for inducing artostaic changes gsee PRECAUTIO Sé Other
Adverse g;um: Observed During the Pre-Marketing Evaluation of SEROQUEL: Following is a fist of COSTART
terms that refiect treatment-emergent adverse events as defined in the introduction to the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at mutiple doses 2 75 mg/day during any phase of a trial with-
in the premarketing database of approximately 2200 patients treated for shizophrenia. Al réporied events are includ-
ed except those already fisted in Table 1 or sisewhers in labeling, those events for which a drug cause was remate,
and thase event terms which were so general as to be uninformative. Itis impertant to emphasize that, although the
events reported occurred during treatment with SEROQUEL, they were nat necessarlly Caused by it Events are fur-
ther categorized by body system and fisted it arder of decreasing frequency according to the following defniions:
frequent adverse events are those occurring in at least 1/100 patients (oniy those not already listed in the tabulated
restlts from placebo-cantrolled triafs appear in this {isting}; infrequent adverse events are thase occurring in 1/400
1o 171000 patients; rarewmarathos/eoccumng infewer than 1/1000 patients. Nervous Systm: Frequant: hyper-
tonia, dysarthria; infrsquent: abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, verligo, involur-
tary movements, confusion, amnesia, psycnosws hallucinations, hyperkinesia, bido increased*, urinary retention,
incoordination, paranoid reaction, abnormal gatt, m?mclonus delusmns manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxism, catatonic reaction, hemiplegia; Rare: aphasla buccoglossal syndrome, choregathetosis,
delirium, emotlonal Iabrlny cuphoria, libido tecreased*, nsuralma stuttering, subdural hematoma. Body s 2
hol uent: flu syndrome; Infraguent; neck pain, pafvic pain®, suicide attempt, mafaise, photesensitivity reac-
n, chills, face edema momhasw Rars: abdomen enlarged. I)qutl m: Frequent: anorexia; Infrequent:
Increased saiivation, increzsed appette, gamma glutamy| transpaptidase increased, gingivits, dysphagia, flatulence,
gastroenteritis, gastritis, hemarrhoids, stomatitis, thirst, tooth caries, fecal incantinence, gastrozsophageal reflux,
gum hemorrhage, mouth ulceration, rectal nemormaqe torgue ede lossitis, hematemesis, intestinal
obstruction, melena, pancreaits Cardiovascular r System; nt: jon; Infrequent: vasoditatation, QT
interval prolongsd migraing, bradycardia, cerettal ischeria, irregular pulse, T wave abnormality, bundle branch
b\ock cerebrovascular accident, deep thrombophigbitis, T wave invarsion; Rare: angina pectoris, atrial firillation,
AV black first degree, congestive heart failure, ST elavated, mmmbophlemtxs T wave flattening, ST abnormalty,
increased QRS duration. Respiratory System: mel pharyn?\tls hinitis, cough increased, dyspnea;
Inhmnm preumonia, epistaxis, asthma; [ hiectp, hyperventilation. Metabolic and Nutrtonal yslem:
- peripheral edama; Infrequent: weight loss, alkaline phosphatase increased, iyperlipemia, alcohol inoler-
ance dehydration, hyperglynemla creatning increased, hypoglycemia; Rare: glycosuria, gout, hand edema,
typokalgmia, water intoxication. Skin and Auglndlqu Systom: Frequent: sweating, infrequant: prurits, acne,
eczema, contact dermatitis, maculopapular rash, seborrhes, skin ulcer, Rare: exfoliative dermatis, psoriasis, skin
discoloraton, Urogenital System; Infrequent: dysmenorrhea, vaginits*, urinary incontingnce, metrorthagia”,
impotence*, dysuria, vaginal monifasis”, abnormal ejaculation*, cys1ms urinary frequency, amenarrhea®, female
lactation*, eukorthea”, vaginal nemormaue Vulvovaginitis* orchitis*; Rare: gynecomastia*, nocturia, polyuna
acute kwdney alure. Smltl Sonses: Inlnqml canjunctivitis, abnormal vison, dry eyes, s, aste perver-
sion, blepharitis, eye pain; Aare: abnormality of ancommodation, deainess, glaucoma. Musculoskeleta!
Infrequent: pathological fracture, myasthenia, twitching, anhralila arthits, leg cramps, bone pain. Hemi and
Lymphatic System: Fraquant: lekopenia; Infrequent: leukacytosis, anemia, ecchymosts, sosinophili,
hypochrom\c anemia; ymphadenapatty, Cyanosis; Rare: hemalysis, thrombocytopenia. Endocrine System:
Infroquont A‘rothymlmsm diabetes melitus; Rare: byperthyroidism. “adjusted for gender Post Markeling
Exnldum:n Ivarse events reported since market introduction which were temporally related to SEROQUEL ther-
apy includs: leukopenia/neutropenia. If a patient develops a low white call count consider discontinuation of thera-
Y. Passible risk factors for leukopenia/nectragenia include pre-gxisting fow wiite cefl caunt and fistory of drug
induced leukopenia/eutropenia. Other adverse events reported since market introduction, which were temporally
velated o SEROQUEL therapy, but not necessarily causally reated, include the following: agranulocitosis, anaphy-
laxis, hyponatremia, rhabdemyolysis, syndrome of inappropriate antidiuretic hormone secretion (SIADH), and
Steven Johrson syndrome (SJS).

DRUG ABUSE AND DEPENDENCE: Controlled Substance Ciass: SEROQUEL is not a controlled substance. Physlcal
and Psychologic dependence: SEROQUEL has not heen systematically studied, in animas or humans, for its poten-
tial for abuse, toferance or physical dependence. While the clinical trials did 0t reveal any tendency for any drug-
seeking behawor these observations were not systematic and it is not possible te predict on the basis of this limit-
ed experience the extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed.
CQnsequeMy‘ patients should be evaluated carelugg for a histary of druq abuse, and such patients should be

ROQUEL, £.9., development of tolerance, increases in dose,

served closely for signs of misuse or abuse of
drug-seeking behavior.

OVERDOSAGE: Human experisnce: Experience with SEROQUEL (quetiaping fumarate) in acute overdosage
was fimited in the clinical trial database (6 reports) with estimated doses ran?rnu from 1200 my to 9600 mg and
no fatalities. In general, reported signs and symptoms were those resulting from an exaggeration of the drug’s
known pharmacelogical effects, i.2., drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose of 9600 mg, was associated with hynokaiemla and first degree heart block. In post-mar-
keting experience, there have been very raré reports of overdoss of SEROQUEL alone resulting in death, coma or
Qe prolongation. Management of Ovardasaga: In case of acute overdosage, establish and maintain an airway
and ensure adequate oxygenation and ventilation, Gastric Iava%e {after intubation, If g[mm I8 uncanscious) and
administration of activated charcoal together with a laxative should be considered. The passiniity of obtunda-
tion, Seizure or dystonic reaction of the head and neck following overdose may create a isk of aspiration with
il ardiovascular immediately and should incude confinuous elec-
tmwdlourapmc - monitoring to detect possmle arthythmias. If antiarrhythmic therapy is administered, disopyra-
mide, procainamide and quinidine carry a theoretical hazard of additive QT-prolonging effects when adminisered
in patients with acute overdosage of SEROQUEL. Similarly it is reasonable to expect that the alpha-adrenergic-
blocking properties of bretyfium mlght be additive to those of quetiaping, resuiting in problematic hypatension.
There is o specific antidote to SEROQUEL. Therefore appropriate Supportive measures should be insftuted. The
possibilty of mutiple drug involvement shoutd be cansidered. Hypotension and circulatory collapse shoutd be
treateﬂ with appropriate measures such as intravenous fluids and/or szmpathomlmetvc agents (epinephrine znd
lopaming should not be used, since beta stimulation may worsen hypotension in the setting of quetiapine-
uced alpha blockadﬂ in cases of severe extrapyramidal symptoms, antichofinergic medication should be
adm»mstered Close medical supervision and monitoring should continue untif the patient recovers.

SEROQUEL is 2 trademark of the AstraZeneca group of companies.

Manufactured for:
© AsraZeneca 2004 AstraZeneca Pharmaceuticals LP
Rev 01/04 Wilmington, Delaware 19850-5437
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder and the treatment of
schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment.

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

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

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

@ Seroquel

quetiapine fumarate

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

<\
AstraZ 4 :
sisesdan il Redefine Success

. . . 113 9
To prevent medication errors, write S”EHUUUEL clearly R i
on your Rx pad. Spell SEROQUEL clearly over the phone. Please see Brief Summary of Prescribing Information on following page.

© 2004 AstraZeneca Pharmaceuticals L2 AY rights reserved. SERDGLIEL. is 8 reisterec trademark of the AstraZeneca group of companies. 221563 8/04


https://doi.org/10.1017/S1092852900001863

CNS SPECTRUMS

The International Journal of Neuropsychiatric Medicine

Table of Contents

638 Introduction: ADHD: Current Questions and Research
Jeffrey H. Newcorn, Mount Sinai School of Medicine

639 Self-Report and Objective Measures of ADHD-Related Behaviors
in Parents of Preschool Children at Risk for ADHD
Elizabeth A. Curko Kera, MA, City University of New York-Queens College;
David J. Marks, PhD, Mount Sinai School of Medicine;
Olga G. Berwid, MA, City University of New York-Queens College;
Amita Santra, BS, City University of New York-Queens College;
and Jeffrey M. Halperin, PhD, City University of New York-Queens College

649 The Utility of Self-Report Measures and the Continous Performance Test
in the Diagnosis of ADHD in Adults
Mary V. Solanto, PhD, Mount Sinai School of Medicine;
Kenneth Etefia, BA, Mount Sinai School of Medicine;
and David J. Marks, PhD, Mount Sinai School of Medicine

661 The Effect of Childhood Conduct Disorder and Cognitive Functioning
on Adolescent Substance Abuse
Seth C. Harty, MST, Mental Health Research Institute; Nicole K. Thorn, BA, City University
of New York Graduate Center; Jessica H. Kalmar, PhD, Kessler Medical Rehabilitation
Research and Education Corporation; Jeffrey H. Newcorn, Mount Sinai School of Medicine;
and Jeffrey M. Halperin, PhD, City University of New York-Queens College

668 Adolescent Outcome of ADHD: Impact of Childhood Conduct and Anxiety Disorders
Jeffrey H. Newcorn, Mount Sinai School of Medicine; Scott R. Miller, PhD, Mount Sinai
School of Medicine; lliyan lvanova, MD, Mount Sinai School of Medicine; Kurt P. Schulz, PhD,
Mount Sinai School of Medicine; Jessica H. Kalmar, PhD, Kessler Medical Rehabilitation
Research and Education Corporation; David J. Marks, PhD, Mount Sinai School of Medicine;
and Jeffrey M. Halperin, PhD, City University of New York-Queens College

679 Freeze, Flight, Fight, Fright, Faint: Adaptationist Perspectives on the
Acute Stress Response Spectrum

H. Stefan Bracha, MD, United States Department of Veterans Affair

EDITORIAL MISSION

CNS Spectrums’ editorial mission is to address relevant neurapsychiatric topics, including the prevalence of comorbid diseases among patients, and original
research and reports that emphasize the profound diagnostic and physiologic connections made within the neurologic and psychiatric ﬁe[da The journal’ goal
is fo serve as a resource to psychiatrists and neurologists seeking to understand and treat disturbances of cognition, emotion, and behavior as a direct conse-
quence of central nervous system disease, illness, or trauma.

Volume 9 — Number 9 627 CNS Spectrums — September 2004
https://doi.org/10.1017/51092852900001863 Published online by Cambridge University Press



https://doi.org/10.1017/S1092852900001863

GNS SPECTRUMS

The International Journal of Neuropsychiatric Medicine

Table of Contents

DeDartments/Monthlv COIUmnS Founded in 1996, CNS Spectrums is an Index
" Medicus journal and is available on MEDLINE
FROM THE EDITOR’S DESK under the citation CNS Spectr. It is available

online at www.cnsspectrums.com.
632 Discerning Disorders and Diseases

By Jack M. Gorman, MD CNS Spectrums (1SSN 1092-8529) is published
monthly by MBL Communications, Inc. 333
Hudson Street, 7th Floor, New York, NY 10013.

CLINICAL UPDATES IN NEUROPSYCHIATRY

633 News From the Fleld OfNeurosmence One-year subscription rates: domestic $120;

foreign $185; in-training $75. For subscriptions:
Phone: 212-328-0800; Fax: 212-328-0600; Web:
www.cnsspectrums.com.

* FDA Approves Duloxetine for the Treatment of Major
Depressive Disorder

* FDA Approves Ziprasidone for the Treatment of Acute

Bipolar Mania Postmaster: Send address changes to CNS
. . s . . . Spectrums c/o PPS Medical Marketing Group
* Researchers Revise International Classification Criteria 264 Passaic Avenue, Fairfield, NJ 07004-2595.
for Headache Disorders
* Mexican Americans May Run a Higher Risk of Stroke For editorial inquiries, please fax us at 212-328-
Than Non-White Hispanics 0600 or e-mail us at jrr@mblcommunications.com.
. . , . . For bulk reprint purchases, please contact: Chris-
 New Research Further Highlights the Biological Basis topher Naccari at cdn@mblcommunications.com.
of Depression Vulnerability
* Selegiline and Other MAOBIs May Reduce Disability Opinions and views expressed by authors are
A Patients with Early Parkinson’s Disease their own and do not necessarily reflect the
mong Fatien y views of the publisher, MBL Communications,

Inc., or the editorial advisory board. Advertise-
ments in CNS Spectrums are accepted on the
basis of adherence to ethical medical standards,
CME QUIZ but acceptance does not imply endorsement by

687 The quiz on Attention-Deficit/Hyperactivity Disorder | *Pectmms or the publsher
is CME-accredited by Mount Sinai School of

* Sertraline May Help Treat Bulimia Nervosa

CNS Spectrums is a registered trademark of

Medicine for 3.0 credit hours. CNS Spectrums, LLC, New York, NY. Permission
to reproduce articles in whole or part must be
SYMPOSIUM MONOGRAPH SUPPLEMENT obtained in writing from the publisher.

Women and Anxiety Disorders: Implications for

. . i hip Applied for A 2004,
Dxagnosxs and Treatment BPA Worldwide Membership Applied for August

Audit Bureau of Circulations member.

Copyright ©2004 by MBL Communications, Inc.
All rights reserved. Printed in the United States.

CNS SPECTRUMS ONLINE

This month’s issue of CNS Spectrums, as well as a host of educational resources, enduring materials, and archived issues, is available at
WWW.CNSSpectrums.com.

Volume 9 — Number 9 ) 628 CNS Spectrums — September 2004
https://doi.org/10.1017/51092852900001863 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900001863

' MOR

A
b||ItV /
doS'“ rrl\’ed|

g flex!

>, had
’//

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

In clinical trials, the most common adverse events
that occurred with ZONEGRAN were somnolence,
dizziness, anorexia, headache, nausea, and
agitation/irritability.

*Can also be dosed twice daily.

Please see brief summary of Prescribing Information on
adjacent page.

References: 1. ZONEGRAN® Prescribing Information. Elan Pharmaceuticals. 2002. 2. Brodie M,
Wilson E, Smith D, et al. Steady-state drug interaction study of zonisamide and lamotrigine in

epileptic patients. Neurology. 2001;56(3):A337 (abstract). 3. Data on file. Elan Pharmaceuticals, Inc.

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

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

Printed in USA ZNS-12120903 www.elan.com
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® Increase you
* Choose from 3 dosage strengths:

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

Proven efficacy with
confidence-building benefits'*

® Few drug-to-drug interactions

* Minimal cognitive impairment

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

zonisamide capsules
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CONTRAINDICATIONS

ZONEGRAN s confraindicated in patients who have demon-
strated hypersensitivity to sulfonamides or zonisamide.

WARNINGS

Potentially Fatal Reactions to Sulfonamides: Fotalities have
occurred, although rarely, as a result of severe reactions fo
sulfonamides (zonisamide is a sulfonamide) including Ste-
vensJohnson syndrome, toxic epidermal necrolysis, fulminant
hepatic necrosis, agranulocytosis, aplastic anemia, and other
blood dyscrasias. Such reactions may occur when a sulfon-
amide is readministered irrespective of the route of administra-
tion. If signs of hypersensitivily or other serious reactions occur,
discontinue zonisamide immediately. Specific experience with
Zu/fonamlde-ype adverse reaction to zonisamide is described
elow.

Serious Skin Reactions: Consideration should be given to dis-
continuing ZONEGRAN in patients who develop an otherwise
unexrluined rash. If the drug is not discontinued, patients
should be observed frequently. Seven deaths from severe
rash Hi.e. Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TENH were reported in the first 11 years of market-
ing in Japan. All of the patients were receiving other drugs
in addition to zonisamide. In postmarketing experience from
Japan, a total of 49 cases of 58 or TEN have been reported,
a reporting rate of 46 per million patientyears of exposure.
Although this rate is greater than background, it is probably an
underestimate of the frue incidence because of under-report-
ing. There were no confirmed cases of $JS 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 zonisumide was reported in 1.4% of patients {12.0
events per 1000 patient-years of exposure}. During Japanese
development, serious rash or rash that led to study drug discon-
tinuation was reported in 2.0% of patients {27.8 events per
1000 patient years). Rash usually occurred early in freatment,
with 85% reported within 16 weeks in the US and European
studies and 90% reported within two weeks in the Japanese
studies. There was no apparent relationship of dose to the
occurrence of rash.

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

Oligohidrosis and Hyperthermia in Pediatric Patients:

Oligohidrosis, 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 gf oligghidrgs’?s was reported in 403 pediatric paﬁgnts, an
incidence of 1 case per 285 pafient-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
red)orted, 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-reporting. There has also been one report of heat stroke
in an 18-year-old patient in the US.

Decreased swedting and an_elevation in body temperature
above normal churaderizfd 1hesJe cases. Many cases were re-

A ! peratures.
d d in some

ried after exp

noec' stroke, requiring hospitalization, was
cases. There have been no reported deaths.
Pediatric patients appear fo be ot an increased risk for

isamidoc iu.w‘Peu ligohidrosis and  hyperthermia.
Patients, especially iatric p freated wnﬁe 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 potients 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-
fiveness of zonisamide in pediatric patients have not been

blished, and that zonisamide is not approved for use in
pediatric patients.
Seizures on Withdrawal: As with other AEDs, abrupt withdraw-
ol of ZONEGRAN in patients with epilepsy may precipitate in-
creased seizure frequency or status epilepticus. Dose reduction
or discontinuation of zonisamide should be dene 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 an.
embryolethal in monkeys when administered during the period
of organogenesis. A vcrieg of fetal abnormalities, including
cardiovascular defects, and embryofetal 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 hozards to the developing fetus.
Zonisamide shouﬁ‘] be used during pregnancy only ifrhe poten-
tial benefit justifies the potential risk to the fetus.

Cognitive/ Neuropsychiatric Adverse Events: Use of ZONE-
GRAN was frequently associated with central nervous system-

)

classified into three general categories: 1} psychiatric symp-
toms, includin% depression and psychosis, 2) psychomotor
slowing, difficulty with concentration, and speech or language
problems, in particular, wordfinding difficulties, and 3? som-
nolence or fatigue.

In_placebo-controlled trials, 2.2% of patients discontinued
ZOKIEGRAN or were hospitalized for depression compare:
to 0.4% of placebo patients, while 1.1% o? ZONEGRAN and
0.4% of placebo patients attempted suicide. Among all epilep-
sy patients treated with ZONEGRAN, 1.4% were discontinued
and 1.0% were hospitalized because of reported depression
or suicide attempts. In placebo-controlled trials, 2.2% of pa-
tients discontinued ZONEGRAN or were hospitalized due to
psychosis or psychosis-related symptoms comparedto none of the
Elccebo patients. Among all” epilepsy patients treated with
ONEGRAN, 0.9% were discontinved and 1.4% were hospi-
talized because of reported psychosis or related symptoms.

Psychomotor slowing and difficulty with concentration occurred
in the first month of freatment and were associated with doses
above 300 mg/day. Speech and language problems tended
to occur after 6-10 weeks of freatment and at doses above
300 mg/day. Although in most cases these events were of
mild to moderate severity, they at times led to withdrawal
from treatment.

Somnolence and fatigue were frequently reported CNS ad-
verse events during clinical trials with Z NE%RAN. 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. Somnclence and fo-
tigue occurred most frequently at doses of 300-500 mg/day.
Patients should be cautioned about this possibility and special
care should be taken by patients if they drive, operate machin-
ery, or perform any hazardous fask.

PRECAUTIONS

General: Somnolence is commonly reported, especially at
higher doses of ZONEGRAN (see WARNINGS: Cognitive/
Neuropsychiatric Adverse Events subsection). Zonisamide
is metabolized by the liver and eliminated by the kidneys;
caution should therefore be exercised when™ administering
ZONEGRAN to}fotients with hepatic and renal dysfunction
(see CLINICAL PHARMACOLOGY, Spetcial Populafions subsec-

tion of full Precribing Information).

Kidney Stones: Among 991 Scﬁems 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-

hy, etc.), a rate of 34 per 1000 patientyears of exposure
{345 patients with 1168 years of exposure]. Of these, 12 were
symptomatic, and 28 were described as possible kidney stones
based on sonographic detection. In nine patients, the diagno-
sis was confirmed by a passage of a stone or by a definitive
sono%raphic finding. The rate of occurrence of kidney stones
was 28.7 per 1000 gcﬁent-yecrs of exposure in the first six
months, 62.6 per 1000 patientyears of exposure between 6
and 12 months, and 24.3 per 1000 patientyears of exposure
after 12 months of use. There are no normative sonographic
data available for either the general population or patients with
epilepsy. The clinical significcnce of the sonographic finding is
unknown. The analyzed stones were composed of calcium or
urate salts. In general, increasing fluid intake and urine output
can help reduce the risk of stone formation, particularly in
those with predisposing risk factors. It is unknown, however,
whether these measures will reduce the risk of stone formation

in patients treated with ZONEGRAN.

Effect on Renal Function: In several clinical studies, zonisamide
was associated with a statistically significant 8% mean
increase from baseline of serum creatinine and blood urea
nitrogen (BUN) compared to essentially no change in the pla-
cebo patients. The increase cEpeored to persist over time but
was not pro%ressive; 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 freatment. In @ 30-doy 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-
tientyears 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-reated patients
are difficult because a standard definition was not employed.
Nonetheless, in controlled trials, 1.1% of patients treated
with ZONEGRAN had an event labeled as status epilepticus
compared to none of the patients treated with placebo. Among

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

oh 1Lod (CPIQ El

Creatfine Phospl and Pancreatifis: In
the post-market sefting, the following rare adverse events have
been observed {<1:1000):

heefelAed eceiss Ryenis Hhe srond sionfisant idfierr 4O Rte by RABPIIGEIRAGRNGBMILR develop severe muscle pain

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

Patients taking zonisamide that manifest clinical signs and
symptoms of rancreatitis should have pancreatic lipose 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 Pafients: Patients should be odvised as fol-
loOws!

. ZONEGRAN may produce drowsiness, especially at higher
doses. P::-;‘enls should be a'::!vised noil ";Q;J'rivh:v: car":j
operate other complex machinery unfi i
e);P;erience on ZONEGRAN sufﬁ:i);m to determine vﬂ'mher
it affects their performance.

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

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

w N

4. Patients should contact their ﬁ]hYSiCion 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.

. 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 breastfeed or are breastfeeding an infant.

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

Laboratory Tests: In several clinical studies, zonisamide was

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

?Iiven to_monitoring renal function periodically (see PRECAU-
IONS, Effect on Renat Function subsection).

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

Drug Interactions: £ffects of ZONEGRAN on the pharmacoki-
netics of other an/iepi/efsy a'ruaqs {AEDs/: Zonisamide had no
chreciable effect on the steady state plasma concentrations
of phenytoin, carbamazepive, or valproate during clinical
triof; 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 inferfere with the metabolism of other drugs that are metabo-
lized by cytochrome P450 isozymes.

Effects of other drugs on ZONEGRAN pharmacokinetics. Drugs
that induce liver enzymes increase the metabolism and clear-
ance of zonisamide and decrease its halfife. The halfife of
zonisamide following a 400 mg dose in patients concurrently
on enzyme-inducing AEDs such as phenytoin, carbamazepine,
or phenobarbital was between 27-38 hours; the halllife of
zonisamide in patients concurrently on the non-enzyme induc-
ing AED, volproate, was 46 hours. Concurrent medication with
drugs that either induce or inhibit CYP3A4 would be expected

to alter serum concentrations of zonisamide.

o

Interaction with cimetidine: Zonisamide single dose pharma-
cokinetic parameters were not affected by cimetidine {300 mg
four times a day for 12 days).

Carei icity, Mutag; Impairment of Fertility: No evi-
dence of carcinogenicity was found in mice or rats following
dietary administration of zonisamide for two years at doses
of up to B0 mg/kg/day. In mice, this dose is approximately
equivalent to the maximum recommended human dose (MRHD)
of 400 mg/dtg on a mg/m? basis. in rats, this dose is 1-2
times the MRHD on a mg/m? basis.

Zonisamide increased mutation frequency in Chinese hamster
lung cells in the absence of metabolic activation. Zonisamide
was not mutagenic or clastogenic in the Ames test, mouse
lymphoma assay, sister chromatid exchange test, and human
lymphocyte cytogenetics assay in vitro, and the rat bone mar-
row cytogenetics assay /n 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/m? basis. The effect of zonisamide on
human fertifity is unknown.

Pregnancy: Pregnancy Category C (see WARNINGS, Teratoge-
nicity subsection): Zonisamide was teratogenic in mice, rats,
and dogs and embr(olerhcl in monkeys when administered
during ﬂwe eriod of organogenesis. (ekﬂ abnormalities or
embryo-fetal deaths occurred in these species at zonisamide
dosage and maternal plasma levels similar to or lower than
therapeutic levels in humans, indicating that use of this dru

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

4

Following administration of zonisamide (10, 30, or 60 mg/
kg/day) to pregnant dogs during organogenesis, increased
incidences of fetal cardiovascular malformations [ventricular
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septal defects, cardiomegaly, various valvular and arterial
anomclieshwere found ot doses of 30 mg/kg/day or greater.
The low effect dose for malformations produced peak mater-
nal Elcsmc zonisamide levels {25 pg/ml) about 0.5 times
the highest plasma levels measured in patients receivin

the maximum recommended human dose {MRHD} of 40

mg/day. In dogs, cardiovasculor malformations were found
in approximately 50% of all fetuses exposed to the high dose,
which was associated with maternal plasma levels (44 ug/mt)
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
ond increased frequencies of skeletal variafions were seen at
all doses in this study. The low dose produced maternal plasma
levels {12 pg/ml) about 0.25 times the highest human levels.

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

In @ mouse embryo-fetol development study, treatment of preg-
nant animals with zonisamide {125, 250, or 500 mg/kgﬁia)g
during the period of organogenesis resulted in increase
incidences of fetal malformations {skeletal and/or craniofacial
defects) ot all doses tested. The low dose in this study is ap-
proximately 1.5 fimes the MRHD on a mg/m? basis. In rats, in-
creased frequencies of malformations {cardiovascular defectsc!
and variations (persistent cords of thymic fissue, decrease:
skeletal ossification) were observed among the offspring of
dams treated with zonisamide {20, 60, or 200 mg g/§OY)
throughout organogenesis at all doses. The low effect dose is
approximately 0.5 times the MRHD on a mg/m? basis.

Perinatal death was increased among the offspring of rats
treated with zonisamide {10, 30, or 60 mﬁ/kg/ ?) from
the latter part of gestation up to weaning at the high dose, or
cﬁproximorel 1.4 times the MRHD on a mg/m? basis. The no
effect level of 30 mg/kg/day is approximately 0.7 fimes the
MRHD on a mg/m? %asis,

There are no adequate and wellcontrolled 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 human milk. Because many drugs are excreted
in human milk and because of the potential for serious adverse
reactions in nursing infants from zonisamide, a decision should
be made whether to discontinue nursing or to discontinue drug,
taking into account the importance of the drug to the mother.
ZONEGRAN should be used in nursing mot%ers only if the
benefits outweigh the risks.

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

Geriatric Use: Single dose pharmacokinetic parameters are
similar in_elderly and young healthy volunteers {see CLINI-
CAL PHARMACOLOGY, Special 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 po-
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 ot an equivalent frequency among placebo-treated
potients were somnolence, anorexia, dizziness, headache,
navsea, 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 21%
of the 1,356 atients with epilepsy who received ZONEGRAN
in clinical stucﬁes discontinued treatment because of an adverse
event. The adverse events most commonly associated with dis-
confinuation were somnolence, fatigue and/or ataxia {6%),
anorexia (3%), difficulty concentrating (2%), difficulty wit

memory, mental slowing, nausea/vomiting {2%), and weight
loss {1%). Many of these adverse events were dose-related [see

WARNINGS and PRECAUTIONS).

Adverse Event Incidence in Controlled Clinical Trials: Table 3
lists treatment-emergent adverse events that occurred in at least
2% of patients treated with ZONEGRAN in controlled clinical
trials that were numerically more common in the ZONEGRAN
group. In these studies, either ZONEGRAN or é)lccebo 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 freatments, 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 fo the adverse event
incidences in the population studied.

Table 3. Incidence (%) of Treatment-Emergent Adverse Events
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curred in at least 2% of ZONEGRAN-ireated patients
and occurred more frequently in ZONEGRAN-freated
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%), Dysaeﬁ\siAc
3%/]%3, Constipation {2%/1%], Dry Mouth (2%/1%]} HEMA-
TOLOGIS AND LYMPHATIC Ecchymosis (2%/1%) METABOLIC
AND NUTRITIONAL Weight Loss {3%/2%) NERVOUS SYSTEM
Dizziness {13%/7%), Ataxia (6%/1%& Nystagmus {4%/2%),
Paresthesia {4%,/1%) 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%), Anxie

{ )

3%/2%), Nervousness (2%/1%) NEUROPSYCHIATRIC AN
COGNITIVE  DYSFUNCTION-BEHAVIORAL  ABNORMALITIES
(PYSCHOSIS-RELATED) Schizorhrenic/Schizo hreniform
Behavior {2%/0%) NEUROPSYCHIATRIC AND COGNITIVE
DYSFUNCTION-CNS DEPRESSION Somnolence (17%/7%),
Fatigue [8%/6%), Tiredness {7%/5%) NEUROPSYCHIATRIC
ANg COGNITIVE DYSFUNCTION-SPEECH AND LANGUAGE
ABNORMALITIES Speech Abnormchﬁes&%/?%), Difficulties
in Verbal Expression (2%/<1%) RESPIRATORY Rhinitis {2%/
19%) SKIN AND APPENDAGES Rash {3%/2%) SPECIAL SENSES
Diplopia {6%/3%), Taste Perversion {2%,/0%)
Other Adverse Events Observed During Clinical Trials: ZONE-
GRAN has been administered to 1,598 individuals during all
clinical trials, only some of which were placebo-controlled.
During these frials, all events were recorded by the invesﬁghc-
tors using their own terms. To provide a useful estimate of the

roportion of individuals havinﬁ adverse events, similar events
ﬁcve been grouped into a smaller number of standardized cat-
egories using a modified COSTART dictionary. The frequencies
represent the proportion of the 1,598 individuals exposed to
ZSNEGRAN who experienced an event on at least one occa-
sion. All events are included except those already listed in the
previous fable or discussed in WARNINGS or PRECAUTIONS,
trivial events, those too general to be informative, and those not
reasonably ossocioted 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 131000 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: /nfrequent: Palpitation, tachycardia, vascular
insufficiency, hypotension, hypertension, thrombophlebitis,
syncope, bradycardia. Rare: Atrial fibrillation, heart failure,
pulmonary embolus, ventricular extrasystoles.

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

um hyperplasia, gastrifis, gastroenteritis, stomatitis, chole-
ﬁthiasis, glossifis, melena, rectal hemorrhage, ulcerative sto-
matitis, gastro-duodenal ulcer, dysphagia, gum hemorrhage.
Rore:  Cholangitis, hematemesis, cholecystitis, cholestatic
jaundice, colitis, duodenitis, esophagitis, fecal incontinence,
mouth ulceration.

H, (]

; and Lymph Infrequent: Leukopenia, anemia,
immunodeficiency, lymphadenopathy. Rare: Thrombocytope-
nia, microcytic anemio, petechia.

Metabolic and Nutritional: /nfrequent: Peripheral edema,
weight gain, edemo, thirst, dehydration. Rare: H)époggclzce-
mia, hyponatremia, lactic dehydrogenase increased, SGOT
increased, SGPT increased.

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

Nervous System: Frequent: Tremor, convulsion, abnormal gait,
hyperesthesia, incoordination. Infrequent: Hypertonia, twitch-
ing, abnormal dreams, vertigo, libido decreased, neuropathy,
hyperkinesia, movement disorder, dysarthria, cerebrovascular
accident, hypotonia, peripheral neuritis, parathesia, reflexes
increased. %are:Circumorcl roresthesio, yskinesia, dystonia,
encephalopathy, facial paralysis, hypokinesia, hyperesthesia,
myoclonus, oculogyric crisis.

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

Respiratory: Fre%z/en/: Pharyngitis, cough increased. Infre-
quent: Dyspnea. Rare: Apneaq, hemoptysi.&

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

titis, menorrhagia.
&lan
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Power and tolerability in depression

In the treatment of moderate to severe depression

LEXAPRO 10 mg/day significantly improved
depression vs placebo'?

DEPRESSION
MADRS Total Score by Visit

=@~ LEXAPRO 10 mg/day (n=188)
Placebo (n=189)
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*P<0.01 vs placebo. L4
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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.!

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 depression®

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 (MAQIs) 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.

References: 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 Psychopharmacol. 2002;17:95-102. 2. Data on file, Forest Laboratories, Inc. 3. LEXAPRO [package insert]. St Louis, Mo: Forest Pharmaceuticals, Inc.; 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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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 82*

HAMA Total Score by Visit

=i LEXAPRO 10 to 20 mg/day (n=421)
Placebo (n=419)

<3 -

-6

-9

Mean Change From Baseline

#P<0.05 vs placebo.
§P<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 mgj trials in patients
with DSM-IV-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.24

In the comprehensive GAD safety database"

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

Simple 10 mg/day starting dose for all patients?

+ LEXAPRO is available in 10 mg, 20 mg, and new 5 mg tablets,
and an oral liquid 5 mg/tsp*.

'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 Lexap

L escitalopram "oxalate (<=,
E@Forest Ph ticals, Inc.
EFOrest rharmaceuticals, Inc Well_tolerated Streng-th

©2004 Forest Laboratories, Inc. . 41-124665 . . 8/04
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION

Brist Summary: For complete details, please see full proscribing information for LEXAPRO. CONTRAINDICATIONS Concomitant use in patients
taking monoaming oxidase inhibitors (MAQIs) is contraindicated (see WARNINGS). LEXAPRO is contraindicated in patients with a hypersensitivity to
escitalopram or enalopmm or any of the inactive muredtuns in LEXAPRO. WARNINGS Putential foc interaction with MAOIs in patients receiving
serotonin roupiska Inhiblior drugs in combination with a , thers have beea reports of serious, sometimes fatal, reactions including
hyperthermia, rigidity, myodonu Mmklmummmhhmldﬁwﬂmdﬂm:lqm mmlmmmummuummm
agitation mlq 1o delirium and coma. These reactions have also been reported in patients who have recenty discontisued SSRI treatment and
have been started on an MACH. Soma cases with faatures resembling meuroleptic maiignant syndrome. Fusthermore, limited animal data on
the effects of comdined use of SSRis and MAOKs suggest thal thess druge may act synergisticafly o nmmnodpmwu and evoke dehavioral exci-
tation. Thersfare, it is recommended that LEXAPRO should nol be used in combixation with an MAGI, or within 1 uaysmmmmmmmm
an MAOI. Slmlllfly 2t loast 14 days should be allowed aftar stopping LEXAPRO before starting an MAOI. Sarotonin syadrome kas been reported in two
pationts who were concomitantiy recetving linezolid, an antibictic which s a reversible non-salective 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 antidepressant medications, and this risk may persist until significant remission occurs. Although there has been
along-standing concern that antidepressants may have a role in inducing worsenino of depression and the emergence of suicidaiity in certain patients, a causal
role for antidepressants in inducing such behaviors has not been established. Nevettheless, patients being treated with antidepressants should be obssrved
closely for clinical worsaning and suicidaltty, especlally at the baginalng of 2 courss of drug therapy, or at the time of duse chianges, either increases or
decreases. Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whose depression
is persistertly worse of 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-mortidity between major depressive disorder and “other psychiatric and nonpsychiatric disorders, the same precautions observed when treating
patients with major depressive disorder should b observed when treating patients with other psychiatric and nonpsychiatric disorders. The following symp-
toms, anx:ety, apitation, panic attacks, insomnia, irrtabilty, hostiity (aggressiveness), impulsivity, akathisia (psychomotor restlessness), hypomasia, and
mania, have been reported in aduft and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, both
psychiatric and nonpsychiatric. Although a causal fink between the emergence of such symptoms and sither 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 possialy discontinuing the
medication, in patients for whom such symptoms are severs, abrupt in onset, or were not part of the patient's presemlno symptoms. Families and caregivers
of patients being treated with antidepressants for major depressive disorder or other indications, both psychiatric and nonpsychiatric, should be alerted
about the need to monitor patients for the emergence of agitation, initability, and the other symptoms described ahove, as well as the emergence of sui-
cidality, and to report such symptoms immediately to heaithcare 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, medicafion 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 full prescribing infarmation, and PRECAUTIONS - Discontinuation af Treatment with LEXAPRO, for a description of the risks of discontinuation of
LEXAPRO). It should be noted that LEXAPRQ is not approved for use in treating any indications in the pediatric population. A major depressive episode may
be the initial presentation of bipetar 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 i unkriown. However, prior to initiating treatment with an antidepressant, patients should be adequately screened
to determing if they are at risk for bipolar disorder, such screening should include a detailed psychiatric history, including a family history of suicide, bipotar
disorder. and depression. It should be noted that LEXAPRO is not approved for use in treating bipotar depression. PRECAUTIONS General Discontinuation of
Treatment with LEXAPRQ During marketing of Lexapro and other SSRIs and SNRIs {Serotonin and Norepinephring Reuptake Inhibitors), there have been spon-
{aneous reports of adverse events occurring upon discontinuation of these drugs, particularly when abrupt, inciuding the foliowing: dysphoric mood, irmitabi-
ity, agitation, diziness, sensory disturbances {e.g., paresthesias such as electric shock sensations}, anxiety, confusion, headache, lethargy, emotional lability,
insomnia, and hypomania. While these events are generally seff-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 recemmended
whenever possible. If intolerable symptams 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 infermation). 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 of a nonstercidal anti-inflammiatory drug (NSAID) or aspirin potentiated the risk of bleeding (see DRUG INTERACTIONS).
Although these stusiies focused on upper gastrointestinal bieeding, there is reason to believe that bleeding at other sites may be similarly potentiated. Patients
should be cautioned regarding the risk of bteeding 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 of inappropriate antidiuretic hormone secretion) have been reparted 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 markeled drugs effective in the treatment of major depressive disorder. Activation of Maniy/Hypomania In placebo-controlled trials of LEXAPRD in major
depressive disorder, activation of maniaypomania was regorted in one (0.1%) of 715 patients treated with LEXAPRO and in none of the 592 patients treated
with placebo. One additionat case of hypomania has been reported in association with LEXAPRQ treatment. Activation of maniahypomania has also been
reported in a small proportion of patients with major affective disorders treated with racemic citaiopram and other marketed drugs effective in the treatment of
major depressive disorder. As with all drugs effective in the treatment of majof depressive disorder, LEXAPRO should be used cautiousty in patients with a his-
tory of mania. Seizures Although anticonvulsant effects of racemic citalopram have been observed in animal studies, LEXAPRO has rot 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 reooned in association with LEXAPRO treatment. Like other drugs elfev:nve |n the treatment of major depressive dis-
order, LEXAPRO should be introduced with care in patients with a history af seizure disorder. In tor Performance in a study in
normal volunteers, LEXAPRO 10 mg/day did not produce impairment of intellectual function or psychomotor perfonnznce Because any psychoactive drug
may impair judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machinery, including automobikes, until they
are reasonably certain that LEXAPRO therapy does not affect their ability to engage in such activities. Use in Patients with Gonomitant lliness Clinical exper-
ence with LEXAPROQ in patients with certain concomitant systemic ilinesses is limited. Caution is advisable in using LEXAPRQ in patients with diseases or can-
ditions that produce altered metabolism or hemodynamic responses. LEXAPRQ 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 fulf prescribing information). Drug Interactions CNS Drugs — Given the primary CNS effects of escitalopram, caution should be used
when ftis taken in combination with other centrally acting drugs. Alcohol - Although LEXAPRO did ot potentiate the cognitive and motor effects of alcoholin
a clinical trial, as with other psychotropic medications, the use of aicohol by patients taking LEXAPRO is not recommended. Monoamine Oxidase Inhibitors
(MAQIS) ~ See CONTRAINDICATIONS and WARNINGS. Drugs That Isterfere With Hemostasis (NSAIDs, Aspirin, Warfarin, efc.) 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 concumrent use of
an NSAID or aspirin potentiated the risk of bieeding. Thus, patients should be cautioned about the use of such drugs concurrently with LEXAPRO. Cimetiding
I 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 Ci,, 0f 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 cnalupram combined admlnmmmn of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmacoki-
nencs of ether citalopram or digoxin. Lithium — Coadministration of racemic citalopram (40 mgv/day for 10 days) and ithium {3¢ mmol/day for 5 days) had no
significant effect on the phavmacokmencs of cnalopram or lithium. Nevertheless, plasma lithium levels should be monnomd with appropriate adjustment to the
lithium dose in accordance with standard clinical practice. Because lithium may ephance the sertonergic effeets of m, caution should be exercised
when LEXAPRO and lithium are coadministered. Surnatnptan ~ There have been rare postmarketing reports describing patients with weakness, fiyperreflexia,
and incoordination following the use of an SSRI and sumatriptan. If congomitant treatment with sumatriptan and an SSRI {e.q., fuoxetine, fluvoxaine, parox-
eting, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the patient is advised. Theophylline - Combined administration of
facemic cltalopram {40 mg/day for 21 days) and the CYP1A2 substrate theophylline (single dose of 300 mg) did not affect the pharmacokinetics of theophyiine.
effect of theaphyltine on the pharmacokinetics of citalopram was not evaluated. Warfarin ~ Administration of 40 mg/day racemic cnalopram 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.
Carhiamazeping — Combined administration of racemic citalopram (40 mg/day for 14 days) and carbamazepine (titrated to 400 mg/day for 35 days) did not sig-
aificantly atfect the pharmacakinetics of carbamazepine, a CYP3A4 substrate. Athough trough citaloprarm plasma levels were unaffected, given
inducing properties of carbamazepine, the possibility that carbamazepine might increase the clearance of escitalopram should be consniered it me two drugs
are coadministered. Triazolam - Combined administration of racemic citalopram (titrated to 40 mg/day for 28 days) and the CYP3AA substrate triazolam (sin-
gle dose of 0.25 mg) did not significantly atfect the pharmacokinetics of either citalopram or triazolam. Ketoconazole ~ Combined administration of racemic
citalopram {40 mg) and ketoconazole (200 my) decreased the Cyy,, and AUC of ketoconazole by 21% and 10%, respectively, and did not significantly affect
the pharmacokinetics of citalopram. Ritonavir — Combined admmlstranon of a single dose of ritonavir {600 mg), both a CYP3Ad substrate and a potent inhibitor
of CYP3A4, and escitalopram (20 mg) did not affect the dnefics of either ritonavi of esci CYP3A4 and 2019 Inhibitors - I vitro studies
indicated that CYP3A4 and -2(19 ase the primary enzymes invoived in the thwevev drni of {20 mg)
and ritonavir (600 mg), a potent inhibitor of CYP3AA, did not si affect the is metabolized
by muttiple enzyme systems, inhibition of a single enzyme may not appreciably decrease escrtalopram clwance Drugs| Metabollzed fy Cytochrome P450206
- In vitro studies did not reveal an inhibitory etfect 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 admiristration of citalopram, Suggesting that coadministration, with esc-
italopram, of a drug that inhibits CYP2DB, is nlikely to have clinically significant effects on escitalopram metabolism. However, there are limited i vivo data
suggesting a modest CYP2DG inhibitory effect for escitalopram, ., Coadministration of escitalopram (20 mg/day for 2t days) with the tricyclic antidepressant
desipramine (single dose of 50 mg), a substrate for CYP2D6, resulted in  40% i increast in Gy, and a 100% increase in AUC of desipramine, The clinical sig-
nificance of this finding is unknown. Nevertheless, caution is indicated in the m} and drugs by CYP2D6. Metaprolol
- Administration of 20 mg/day LEXAPRO for 21 days in heafthy volunteers resulted in a 50% increase in Cy, and 82% increase in AUC of the beta-
adrenergic blocker metoprolol {given in a single dose of 100 mg). Increased metoprolol plasma levels have been associated with decreased cardioselectivity.
Coadministration of LEXAPRQ and metoprolol had no cfinically swnlﬂcam effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT) - There are
no clinical studies of the combined use of ECT and escitalopram. ‘There are no adequate and well- cuntmlled studies in preg-
nant women; thersfore, escitalopram should be used during pregnancy nnly it me potential benefit justifies the potential risk to the fetus. Carcinogenesis,
Mutagenesis, Impairment of Fertility Carcinogenesis Racemic citalopram was administered in the diet to NMRI/BOM strain mice and COBS W strain rats for
18 and 24 months, respectively. There was no evidence for carcinogenicity of racemic ciialopram in mice receiving up to 240 mg/kg/day. There was an increased
ncidence of smallintestine carcinoma in ats receiving 8 or 24 mg/gyday racemic citalopram. A no-effect dose for this finding was not established. The rele-
vancs 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 TAY8 and TA1537) in the absence of metabolic activation. It was clastogenic in the in vitre Chinese hamster lung cell
assay for chromosomal aberrations in the presence and absence of metabolic activation. Racemic citafopram was not mutagenic in the in vitro mammalian
forward gene mutation assay (HPRT) in mouse lymphoma cells or in a coupled in vitra/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 Fertiity When
racemic citalopram was administered orally to 16 male and 24 fermale rats prior o 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/kgiday. Gestation duration was increased at 48 rng/kg/day Pregnancy-
Neanates exposed to L and other SSRis or SNRIs, late in the third trimester, have eveloped compl s requiring pro-
longed hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon delwery Reported clinical findings have includ-
ed respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycernia, hypotonia, hypertonia, hyperreflexia,
tremor, ftteriness, irrtability, and constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, & drug dis-
continuation syndrome. It should be noted that, in some cases, the clinical picture is consistent with serctonin syndrome (sec WARNINGS). When treating a
pregnant woman with LEXAPRQ during the third trimester, the physician should carefulty consider the potential risks and benefits of treatment (see DOSAGE
AND AOMINISTRATION in full prescribing information). Labar and Defivery The effect of LEXAPRO on labor and delivery in humans is unknown. Nursing
Muthers 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 foss in association with breastfeeding from a citalopram-treated mother; in one case, the infant was reported to recov-
er completely upon discontinuation of citalog gmm 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 LEXAPRG therapy should 1ake into account the risks of citalopram exposure for the infant and the benefits of LEXAPRQ
reatment for the mother. Pedlatric Use Safety and effectiveness in pediatri patients have not been estabiished (see WARNINGS - Clinical Worsening and
Suicide Risk). Geriatric Use Approximately 6% of the 1144 patients receiving escRialopram in cnntmlled mals of LEXAPRO in major depressive disorder and
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some elderty individuals to effects of LEXAPRO cannot be ruled out. In two pharmacokinetic studies, escitalopram hal-fife was increased by approximately

50% in elderty subjects s compared to young subjects and .., was unchanged (see CLINICAL PHARMACGLUGY in fullprescribing mfonnauon) 10 my/day

is the recommended dose for elderty patients (see Dosage ang Administrabon 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 di in safety or effectiveness were observed between
these subjects and younger subjects, and other reported clinical expenence has not identified differences in responses between the elderly and younger patients,
but again, greater sensitivity of some elderly indwviduals cannot be ruied out. ADVERSE REACTIONS Adverse event information for RO 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, place-
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 expased to escitalopram and from 427 patients exposed to placebo in double-
biind, placebo-controlled trials. Adverse events during exposure were obtained primarity by general inguiry and recorded by clinical vestigators using termi-
nelogy of their own choosing. Canseguently, it is not possible to provide a meaningful” estimate of the propostion of indviduals experiencing adverse events
without first grouping similar types of events into a smaller number of standardized event categories. In the tables and tabulations that folow, standard World

Health Organization {WHQ) terminology has besn 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 oocurred

for the first time or worsaned while _seceiving therapy following baseline evaluation. Events Associated with Discontinuation of Treatment Major

D Amang 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 fied-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 Anxiety Disorder Among the 429 GAD patients who received LEXAPRO 10 to 20 my/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 lgast 1% of

patients treated with LEXAPRO, and for which the rate was at least twice the placebo rate, were nausea (2%), insomnia {1%), and fatique {1%). Incidsnce of

Adverse Events in_Placsho-Coniralled Clinical Triats Majr Depressive Disordar TABLE 1 enumeratzs the incidence, roundsd o the_ nearest percert, 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-

contralled trials. Events included are those occurring in 2% or more of patients treated with LEXAPRO and for which the incidence in patients treated with

LEXAPRQ was greater than the incidence in piacebo-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 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 inves-
tigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the refative contribution of drug and non-grug fac-
fors 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 approximatefy twice the incidence in p(aceno patlents] were insomnia, eiacufanon disorder (primanily ejaculatory defay), nausea.
sweating increased, fatigue, and somnolence (see TABLE 1). TABLE 1: Treatment-Emergent Adverse : Incidence in Placebo-Controlled Clinical Trials
for Major Oepressive Disorder* [LEXAPRO {N=715) and Placebo (N=52)): Autonomic Nervous Smm 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%}; Constipatian (3% and 1%): Indigestion (3% and 1%); Abdominal Pain (2% and 1%). Genesal: {nfluenza-iike 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%). Uregenital: Ejaculation Disorder'* (9% and <1%); Impotence’ (3%

and <1%}; Anorgasmia’ (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 = LEXAPRO:
headache, upper respiratory tract infection, back pain, pharyngitis, inflicted injury, anxiety. 'Primarily ejaculatory detay. ‘Denominator used was for males only
(N=225 LEXAPRO: N=188 placebo). *Denominator used was for females only (N=490 LEXAPRO: N=404 placebo). Ganeralized Anxiety Disorder 2

enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred among 429 GAD patients who received

LEXAPRO 10 to 20 my/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 most commonly observed adverse events in

LEXAPRO patients (incidence of 5% or greater and twice the incidence in placebo patients) were nausea, ejacu(anon disorder
{primarily ejaculatory delay), insomnia, fatigue, decreased libido, and anorgasmia (see TABLE 2). TABLE 2: Treatmeni-Eme:

in PIa:ethnntmIIud Clinical Trials for Generalized Anxiety Disorder* [LEXAPRO {N=429) and Placebo {N=427)): Autonomic Nervous Synem Dlwdm

Dry Mouth (9% and 5%); Sweating Increased (4% and 1%). Central & Peripheral Nervous System Disorders: Headache (24% and 17%); Paresthesia (2%

and 1%). Gastrointestinal Disorders: Nausea (18% and 8%); Diarrhea (8% and 6%); Constipation (5% and 4%); Indigestion (3% ang 2%); Vomiting (3%

and 1%); Abdominal Pain (2% and 1%); Flatulence {2% and 1%); Toothache (2% and 0%). Generai: Fatigue (8% and 2%); (nfluenza-iike symptorns (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%); Menstrual Disorder (2% and 1%).

*Events reported by at feast 2% of patients treated with LEXAPRG are fisted, except for the fotiowing events which had an incidence on pfacebo = LEXAPRO:
inflicted injury, dizziness, back pain, upper respiratory tract infection, thinitis, pharyngitis. ‘Primarily ejaculatory detay. ‘Denominator used was for males only
(N=182 LEXAPRO; N=195 piaceba). “Denominatorused was for females only (N=247 LEXAPRO; N=232 placebo).

Dose Bependency of Adverse Events The potential dose dependency of common adverse evermﬁned as an incidence rate of 25% in either the 10 mg or

20 mg LEXAPRO groups) was examined on the basis of the combined incidence of adverse 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

LEXAPRQ-treated patients was greater (86%). Table 3 shows commaon 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 my/fay LEXAPRO (N=125)]: Insomnia 14% 7%, 14%), Diatrhea (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 Dystunction with SSRIs Afthough changes in sexual desire, sexual performance, and sexual satisfaction often occur as
manifestations of a psyehiatric disorder, they may also be a conseguence of pharmacologic treatment. In particular, some evidence suggests that SSRIs
can cauise such unfoward sexual experiences. Refiable estimates of the incidence and severfty 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 tikely 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-contsolled trials.

TABLE 4; Incidence of Sexual Side Effects in Placebo-Controlied Clinical Trials (In Males Only: LEXAPRO (N=407) and Placebo (N<383)]: Ejaculation

Disorder (primarily ejaculatory delay) (12% and 1%); Libido Decrsased (6% and 2%); Impatence (2% and <1%). [In Females Onty: LEXAPRO (N=737} and

Placabo {N=636)1: Libido Decreased (3% and 1%); Anorgasmia (3% and <1%)

There are no adequately designed studies examining sexual dysfunction with escitalopram treatment. Priapism has begn reported with all SSRIs. While if is

difficuft to know the precise risk of sexual dystunction associated with the use of SSRIs, physicians should routinely inquire about such possible side eftects.

Vital Sign Changes LEXAPRO and placebo groups were compared with respect to (1) mean change from baseline in vital signs (puise, systolic blood

pressure, and diastolic blood pressure) and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline in these vari-

ables. These analyses did ot reveal any ciinically important changes in vital signs associated with LEXAPRO treatment. In addition, a comparison of supine
and standing vital sign measures in subjects receiing LEXAPRO indicated that LEXAPRO treatment is nat associated with orthostatic changes. Weight

Changas Patients treated with LEXAPRO in controlled trials did not differ from placebo-treated patients with regard to clinically important change in body

welght Laboratory chlnnu LEXAPRO and plaoebo {roups were cnmpared with respect to (1) mean change from baseline in various serum chemistry, hema-

tology, and urinalysis variables and (2} the incidence nts meeting criteria for potentally clinically significant changes trom baseline in these
vanables These analyses tevealed 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

baseling 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 in¢rease 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
marketing Evaluation of LEXAPRO Following is a fist of WHO terms that reflect treatment-emergent adverse events, as defined in the introduction to the

AOVERSE REACTIONS section, reported by the 1428 patients freated with LEXAPRO for periods of up to one year in doubie-blind or open-fabel

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 uniikely to be drug related. It is important to emphasize that, afthough the
events reported oceurred during treatment with LEXAPRO, they were not necessarity caused by it. Events are further categorized by body system and
listed in order of decreasing frequancy according to the following definitions: frequent adverse events are those occurring on ong or more occasions in at least

17100 patients; infrequent adverse events are those occurring in less than 17100 patients but at least 1/1000 patients. Cardiovascular — Frequent:

palpitation, hypertension. infrequent: bradycardia, tachycardia, ECG atmormal, flushing, varicose vein. Central and Peripheral Nervous System Disorders -

Frequent:light-headed feeling, migraine. /nfrequent: tremor, vertigo, restless legs, shaking, twitching, dysequilibrium, tics, carpal tunnel syndrome, muscle con-

fractions involuntary, sluggishness, coordination abnormal, faintness, hyperrefiexia, muscular tone increased. Gastrointestinal Disorders - Frequent: heart-

bum, abdominal cramp, gastroenteritis. infrequent: gastroesaphageat refluy, bioating, abdominal discomort, dyspepsia, increased stool frequency, beiching,
gastritis, hemorthoids, gagging, polyposis gastric, swallowing difficult. General - Frequent: allergy, pain in imb, fever, hot flushes, chest pain. Infrequent: edema
of extremities, chills, tightness of chest, leg pain, asthenia, syncope, malaise, anaphylaxs, fall. Hemic and Lympnanc Disorders - Infrequent: bruise, anemia,
noseblged, hematoma, lymphadenapathy cervical. Metabolic and Nutritional Discrders — Frequent: increased weight. Infrequent: decreased weight, yper-
glycemia, thirst, bilirubin increased, hepatic enzymes increased, gout, hypercholesterolemia. Musculoskeletal System Disorders - Frequent-arthralgia, myal-
gia. Infrequent: jaw stiffness, muscle cramp, muscle stiffness, arthritis, muscle weakness, back discomfort, arthropathy, jaw pain, joint stiffness. Psychiatric
Disorders - Freguent: appetite in , lethargy, iritabilfty, concentration impaired. Jnfrequent: jitteriness, panic reaction, agitation, apathy, forgetfulness.
depression aggravated, nervousness, Testiessness aggravated, suicide attempt, amnesia, anxiety attack, bruxism, carbotydrate craving, confusion, deperson-
alization, disorientation, emotiona lability, feeling unreal, tremulousness nervous, crying abnormal, depression, excitability, auditory hallucination, suicidal ten-
dency. Repmducnve Disordery/Female* — Frequent: menstrual cramps, menstrual disorder. /nfrequent menorthagia, breast neopiasm, petvic inflammation,
premenstrual syndrome, spotting between menses. *% based on female subjects only: 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, folliculits, lipoma, furunculosis, dry lips, skin nodule. Special

Senses — Frequent; vision biurred, tinnitus. infrequent: taste alteration, earache, con;uncnvms vision abnormal, dry eyes, eye imitation, visual disturbance, eye

infection, pupits dilated, metaflic aste, Urinary System Disarders — Fraquent: urinary frequency, urinary tragt infection Intrequent: urinary urgency,
stone, dysuna biood in urine. Events Reported Subsequeat to the Marketing of Racemic Citalopram and Escitalopram Athough no causal relationship to

Facemic ¢italopram or esc'rtalopram 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, foxic epidermal nectolysis, gastrointestinal hemorrhage, grand mal sizures

{or convilsions), neuroleptic malignant syndrome, pancreatitis, QT prolongation, habdomyolysis, serotonin syndrome, thrombocytopenia, torsades dé pointes.

Events Roported Subsequent to the Marketing of Racemic Citalopram (not observed during the experience with Although no

causal rglationship 1o racemic citalopram treatment has been found, the following adverse events have been reported to have occurred in patients and to be fem-

porally associated with racemic citalopram treatment and were not observed during the premarketing evaluation of citalopram: akathisia, allergic reaction, ana-
phylaxis, choreoathetosts, delirium, dyskinesia, ecchymasis, erythema multiforme, hemolytic anemia, hepatic necrosis, myoclonus, nystagmuss, priapis, pro-
lactinermia, prothrombin decreased, spontaneous abortion, thrombosis, and ventricular arrhythmia. Events Reported Subsequent to the Marketing of

Bmlwnm (not observed during the postmarketing experience with citalepram) Although o causal retationship to escitalopram treatment has been found,

the following adverse events have been reported to have octurred in patients and to be ternporally associated with escitalopram treatment and were not observed

during the premarketing evaluation of escitalopram: aggression, atrial fibrilation, Seizures, diplopia, dystonia, extrapyramidal disorders, abnormal gaft, visuat hat-
lucinations, hepatitis, hypotension, myocardial infarction, orthestatic hypotension, pulmonary embelism, SIADH, ventricular tachycardia.
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