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introduction

CNS Spectrums is a peer-reviewed journal that publishes
original scientific literature and reviews on a wide variety of
neuroscientific topics of interest to the clinician. CNS Spectrums

ublishes 12 issues in 2000. As the immense prevalence of comor-
Eid diseases among patients seen by psychiatrists and neurologists
increases, these physicians will jointly diagnose and treat the neu-
ropsychiatrically ill. Our mission is to provide these physicians with
an editorial package that will enhance and increase their under-
standing of neuropsychiatry; therefore, manuscripts that address
crossover issues germane to neurology and psychiatry will be given
immediate priority.

Scope of Manuscripts

CNS Spectrums will consider the following types of
articles for publication:

Original Reports: Original reports present methodologically
sound original data.

Reviews: Reviews are overview articles that summarize and
synthesize the literature on various topics in a scholarly and clini-
cally relevant fashion. Suitable topics include mood disorders, schiz-
ophrenia and related disorders, personality disorders, substance-use
disorders, anxiety disorders, neuroscience, psychosocial aspects of
psychiatry, child psychiatry, geriatric psychiatry, and other topics of
interest to clinicians. nb: Original flowcharts designed to aid the
clinician in diagnosis and treatment will be considered for publica-
tion in reviews and are encouraged.

Case Reports: Single or multiple case reports will be
considered for publication.

Letters to the Editor: Letters will be considered for publication.
Manuscript Submissions

General information: Four copies of the manuscript should be
submitted to Eric Hollander, editor (or in Europe to Joseph Zohar,
international editor), cf/o MBL Communications, Inc., 665
Broadway, Suite 805, New York, NY 10012; T: 212.328.0800,
F: 212.328.0600. Authors are required to submit their manuscripts
on computer disks. If possible, please provide them in MSWord,
WordPerfect, or Word for Windows in either a Macintosh or IBM
format. (Saving the file in a lower version, eg, MSWord 3.0, is also
encouraged.) Disks should be labeled with the word-processing
program, title of paper, and first author’s name.

Letters of permission to reproduce previously published
materlal: All material reproduced from previously published copy-
righted 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 communi-
cation should also be accompanied by a letter of permission for
anyone who is not an author of the paper.

Peer review: Authors should provide five names of particularly

qualified potential reviewers with no conflict of interest in
reviewing the work. Contact information, including complete
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address, phone, fax numbers, e-mail address, and affiliations, should
be included. The corresponding author will be notified by the
editors when a decision regarding acceptance has been made.
Accepted manuscripts and letters will be edited for clarity and style.

Manuscript Preparation

Length: Reviews should not exceed 20 manuscript pages (10,000
words). Original reports should not exceed 15-25 manuscript pages
(6,250 words, maximum). Letters should not exceed 26 manu-
script pages (1,500 words, maximum). Single case reports should
not exceed 10-15 manuscript pages (3,750 words, maximum) and
may be submitted with a photograph, if applicable.
Diagnostic/treatment algorithms (see Reviews) should contain an
extensive introduction, a flowchart or series of graphs that fill eight
to 12 journal pages, and a concise summary.

Spacing: One space should be left after commas and
periods. Manuscripts should also be double-spaced.

Abstract: Authors should provide a brief abstract.

References: American Medical Association style. See the follow-
ing examples:
1. Jones J. Necrotizing Candida esophagitis. JAMA.
1980;244:2190-2191.
2. Stryer L. Biochemistry. 2nd ed. San Francisco, Calif: WH Free-
man Co; 1980:559-596.

Copyright: Materials are accepted for exclusive publication in CNS
Spectrums and become the &operty of CNS Spectrums. Permission
to reproduce material must be obtained from the publisher.

Disclosure of Commercial Interests

The a\uthorsd must induddcel:rsg statement about alclhfgffms of
support, including grant an company support. Such informa-
tion 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.

Reprints: Authors of reviews and original materials
published in CNS Spectrums may order reprints of their articles
directly from the publisher, James La Rossa Jr., MBL
Communications, Inc., New York, NY 10012; T:212.328.0800,
F: 212.328.0600.

Continuing Medical Education requirements: Authors must sub-
mit two multiple-choice questions with answers.

Submission Checklist

1. Original manuscript plus copies

2. Copies of permission letters to reproduce previously published
and unpublished material

3. A brief abstract of article.

4. Two multiple-choice questions with answers

5. Disk labeled with the word-processing program, title of paper,
and first author’s name

6. Names and addresses of five potential reviewers.
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GuIDE TOo DSM-IV AND ICD-10 CoODES

DSM-IV ICD-10
Dementia of the Alzheimer Type, With Early Onset With Depressed Mood
Specify if: With Behavioral Disturbance 290.13 FO0.03
Dementia of the Alzheimer’s Type, With Late Onset With Depressed Mood
Specify if: With Behavioral Disturbance 290.21 F00.13
Delirium Due to: Indicate General Medical Condition 293.0 F05.0
Psychotic Disorder Due to: Indicate General Medical Condition With Delusions 293.81 F06.2
With Hallucinations 293.82 F06.0
Mood Disorder Due to: Indicate General Medical Condition 293.83 FO6
Anxiety Disorder Due to: Indicate General Medical Condition 293.89 F06.4
Amnestic Disorder Due to: Indicate General Medical Condition 294.0 F02.8
Dementia NOS 294.8 FO3
Amnestic Disorder NOS 294.8 R41.3
Schizophrenia 295 F20
Schizophrenia—Disorganized Type 295.10 F20.1
Schizophrenia—Catatonic Type 295.20 F20.2
Schizophrenia—Paranoid Type 295.30 F20.0
Schizophrenia—Residual Type 295.60 F20.5
Schizoaffective Disorder 295.70 F25
Schizophrenia—Undifferentiated Type 295.90 F20.3
Major Depressive Disorder 296 F32
Bipolar | Disorder 296 F30
Bipolar Disorder NOS 296.80 F39
Bipolar Il Disorder 296.89 F31.8
Mood Disorder NOS 296.90 F39
Psychotic Disorder NOS 298.9 F29
Autistic Disorder 299.00 F84
Asperger's Disorder 299.80 F84.5
Pervasive Developmental Disorder NOS 299.80 F84.9
Anxiety Disorder NOS 300.00 F41.9
Panic Disorder Without Agoraphobia 300.01 F41
Generalized Anxiety Disorder 300.02 F41.1
Dissociative Identity Disorder 300.14 F44.81
Dissociative Disorder NOS 300:15 F44.9
Factitious Disorder NOS 300.19 F68.1
Panic Disorder With Agoraphobia 300.21 F40.01
Agoraphobia Without History of Panic Disorder 300.22 F40
Social Phobia 300.23 F40.1
Specific Phobia 300.29 F40.2
Obsessive-Compulsive Disorder 300.3 F42.8
Dysthymic Disorder 300.4 F34.1
Depersonalization Disorder 300.6 F48.1
Body Dysmorphic Disorder 300.7 F45.2
Somatization Disorder 300.81 F45.
Somatoform Disorder NOS 300.81 F45.9
Cyclothymic Disorder 301.13 F34
Alcohol Dependence 303.90 F10.2
Cocaine Dependence 304.20 F14.2
Cannabis Dependence 304.30 F12.2
Amphetamine Dependence 304.40 F15.2
Alcohol Abuse 305.00 F10.1
Cannabis Abuse 305.20 Fi12.4.
Cocaine Abuse 305.60 F14.1
Amphetamine Abuse 305.70 F15.1
Stuttering 307.0 F98.5
Anorexia Nervosa 307.1 F50
Tic Disorder NOS 307.20 F95.9
Tourette Disorder 307.23 F95.2
Primary Insomnia 307.42 F51.0
Primary Hypersomnia 307.44 Ebld
Sleepwalking Disorder 307.46 F51:3
Dyssomnia NOS 307.47 F51.9
Nightmare Disorder 307.47 F51:5
Parasomnia NOS 307.47 F51.8
Eating Disorder NOS 307.50 F50.9
Bulimia Nervosa 307.51 F50.2
Feeding Disorders of Infancy or Early Childhood 307.59 F98.2
Communication Disorder NOS 307.9 F80.9
Posttraumatic Stress Disorder 309.81 F43.1
Depressive Disorder NOS 311 F32.9
Impulse-Control Disorder NOS 312.30 F63.9
Pathological Gambling 312.31 F63.0
Pyromania 31.2.33 F63.1
Kleptomania 312.34 F63.2
Trichotillomania 312.39 F63.3
Disruptive Behavior Disorder NOS 312.9 F91.9
Attention-Deficit/Hyperactivity Disorder, Combined Type 314.01 F90
Attention-Deficit/Hyperactivity Disorder NOS 314.9 F90.9
Learning Disorder NOS 3158 F81.9
Developmental Coordination Disorder 315.4 F82
Narcolepsy 347 G47.4
Sleep Disorder Due to: Indicate General Medical Condition 780 G47
Delirium NOS 780.09 F05.9
MBL Communications @ Directory of Services
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FAX: 212.674.2891

Address:

MAIL:

GNS SPECTRUMS

MBL Communications

E-mail:
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Specialty:
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Your comments are important to us. This easy-to-use form provides you with the opportunity to express your opinions. Our
goal is to make CNS Spectrums your source for practical and clinical neuropsychiatric information. By filling out this FaxBack
form, you will enable us to incorporate your views about our editorial content in future issues. Please fill out this form in its

entirety. Thank you.

1. On a scale of 1 to 5 (1=Poor, 5=Excellent), please indicate
your level of interest and/or satisfaction with the editorial
content in this issue.

Cover Story
1 2 3 4 5

Departments

CNS News
1 2 383 4 5
CME

1 2 3 4 5

2. Which areas of neuropsychiatry would you like us to cover in
the future?

3. Please describe your reading pattern for this issue:
O cover to cover

O skim Table of Contents

O select items of interest

O skim text

O did not read

4. On a scale of 1 to 5 (1=Incomplete, 5=Comprehensive), how
would you describe the depth of coverage for this issue?
1 2 3 4 5

5. Any other comments?

6. Please indicate your title:
O psychiatrist
O neurologist

When you send us this form, you'll receive one complimentary slide library and one complimentary reference

material. Please make your selection below.

SLIDE LIBRARIES

' Current Uses of Dopamine Agonists
J Monotherapeutic Uses for Dopamine Agonists
[ Management of Social Anxiety Disorder (Social Phobia)

J Diagnosis and Treatment of Premenstrual Dysphoric Disorder

(J Current Treatment for Restless Legs Syndrome

REFERENCE MATERIALS

[ The Use of Anticonvulsants in the Treatment
of Neuropathic Pain

[ Overview of Social Anxiety Disorder (Social Phobia):
Recognition and Treatment

(J The Black Book of Psychotropic Dosing and Monitoring 2000

(J 1999 Guide to Psychotropic Drug Interactions
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®
lUVOX {fluvoxamine moleate) 25 mg TABLETS, 50 mg and 100 mg SCORED TABLETS
Brief Summary (For full Prescribing Information and Patient Information, refer to package insert.)

INDICATIONS AND USAGE
(UVOX® Toblets are indicoted for the reatment of absessions and compulsions in aduls and children and adofescents (ages 817) with Obsessive Compusive
Disorder (OCD), as defined in the DSAIR.

CONTRAINDICATIONS
Coadminishation of terfenadine, astemizole, cisapride, or pimozide with LUVOX® Tablers is containdicated (see WARNINGS and PRECAUTIONS).
LUVOX® Tablets are controindicated in patients with o history of hypersensitivity to fluvoxomine maleate.

WARNINGS

In patients recoiving another sorofonin reupteke inhibitor drug in combination with monoamine oxidase inhibitors (MAOI),

there have been reports of serious, sometimes futal, recctions, Some cases d with fentures bling lepti
I drome, Therefore, it is ded that LUVOX® Tablets not be used in combination with o MAOI, or within

14 &ys of (hmnﬂnulng treatment with o MAOL. After stopping LUVOX® Yublets, ot least 2 weeks should be allowed before

starting a MAOL

Terfenndine, ustemizols, cisapride, and pimozide are oll metubolized by the cytochrome P450111A4 isozyme. Increased plasma

concentratlons of terfenading, ostemizole, dsopride, and pimozide cause QT prolongation and have been associated with

forsodes de pointes-type ventriculor tachycardia, sometimes fatol. Although it has not boenhdcllnllively demonstrated that

dod that f ¢

fluvoxamine is a potent I11A4 inkdbitor, it is Bkely to be. Consoquently, it is niot be used in
bination with either terfenodine, izolo, cisapride, and pimozide.
Other Potentially Important Drug Interactions. (Ao see PRECAUTIONS - Orug interactions) Bemzodi Benzod balized

by hepafic oxidation (s.g., afprozolom, midazalom, triazolam, etc.) should be used with coution because the clearsnce of these drugs is ikely fo be reduced
by fivoxarine, The clearance of benzodiazepines metabalized by glucuronidation (e.g., forazepam, oxazepom, femazepam) is unlikely to be offected by
fiwvoxcmine. Alprazodam: When flwvoxamine maleate (100 mg qd) and alprazoloms (1 my id) were coudministered to steady stote, plosmo
concentrations and ather pharmacokinefic porameters (AUC, G, T) of clprazolom were approximately twice thase observed when clprozolom wos
odministered clone; orol clearonce was reduced by obout 50%. The elevated plosma clprozolom concentrations resulted in decreosed psychomotor
performance and memory. This interaction, which has not been investigated using higher doses of fiuvoxamine, may be more pranounced if a 300 mg daily
dose is coedministered, parficulorly since fluvoxamine exhibits nordinear phormocokinetics over the dosage range 100-300 mg. If alprozolom is co-
administered with LUVOX® Toblets, the initiaf alprazolom dosage should be o least halved and fitation to the lowest effective dose is recommended. No
dosage odjustment is required for LUVOX® Tablets. Dfzepesm: The co-administation of LUVOX® Tablefs ond diczepam is generally not advisable. Becouse
fivwoxamine reduces the clearance of both diazepam ond is active metobolite, N-desmethyldiozepcm, there is o shong likelihaed of substantial accumulotion
of both species during chronic coadminishation. Evidence supporting the conclusion that it is inadsisable to co-administer fluvoxamine and diazepam s
derived from o sudy in which healthy volunteers taking 150 myg/day of fluvoxamine were administered o single oral dose of 10 mg of diazepam. In these
subjacts (N=8), the dearance of diazepom was reduced by 65% and tht of N-desmethyldivzepom to a level thot was too low to measure over the course
of the 2 week long study. It liely that this experience significantly underestimates the degree of accumulation that might occur with repeated diazepom
odministrafion. Moreover, os noted with clprazelam, the effect of fluvoxamine moy even be more pronounced when it is administered ot higher doses.
Accordingly, diazepom ond flwvoxamine should nat ordinarily be co-udministered. PheophyRine: The effect of steadystate fiuvoxomine (50 mg bid) on
the pharmacokinafics of o single dose of theophyling (375 mg as 442 mg aminophylline) was evaluated in 12 healthy non-smoking, male volunteers. The
cloarance of theophylline was decreased approximately three-fold. Therefore, if theophyline is co-administered with fl ine malete, ifs dose should
be reduced to one third of the usuol daity maintenance dose ond plasma concentrations of theaphylline should be monitored. No dosage odjustment is
required for LUVOX® Tablets. Warfarin: When fluvoxamine maleate (50 mg fid) wes administered concomitantly with warforin for two weeks, warfarin
piesma concentrations increased by 98% ond prothrambin imes were prolenged. Thus pofients receiving oral anficoagulants and LUVOX® Tablefs should
have their prothrombin time monitored and their anticoagulant dose odjusted accordingly. No dosage adjustment is seguired for LIVOX® Tablets.

PRECAUTIONS

General

Activation of Mania/Hyj 2 During premarketing studies invalving primariy depressed patients, hypomania or mania occurred i opproximately
1% of potients treated with fuvoxarmine. Activotion of manis,hypomario has clso been reporied in a smu‘(l proportion of potients with major affective
disorder who were freated with other morketed anfidepyessants. As with all onfidepressants, LUVOX® Tablets should be used cautiously in pofiens with o
history of manio. Sefzures: During premarketing studies, seizures were reported in 0.2% of fluvoxaminertreated potients. LUVOX® Tablets should be used
cautiously in patients with o history ur' saizutes. It should be discontinued in any pofient who develops seizures. Seicide: The passibilill of a suicide oftempt
is inherent in patients with depressive svmﬁioms, whether these occur in primary depiessian of in gssociafion with another primary disorder such os OCD.
Close supervision of high risk patients should accompony inital drug therapy. Prescriptions for LUVOX® Toblets shauld be written for the smallst quaniy of
foblets consistent with good potient management in oider to reduce the risk of overdose. Use iw Patients with Concomitant Hlness: Closely
monitored clinot experience with LUVOX® Tablets kapnﬁems with concomitont systeric illness is fimited. Caution is odvised in odministering LUVOX® Tablets
to pafients with diseoses or condifions that could offect hemodynomic responses or metobolism, LUYOX® Tablats have not besn evaluated or used o ony
appreciable extent in pafisnts with a recent history of myocardiol inforction os unstable heart disease. Potients with these diagnoses were systematically
axcluded from many cTinicuI studis during the producr's pramarketing tesfing. Evaluation of the elactrocardiograms for pafients with depression or 0CD whe
pariiipoted in premarkefing studies reveoled no diferences betwean flwvoxcmine and plocebo in the emergence of clinically importont ECG changes. In
pofients with liver dmsfuncﬁon, fluvoxaming clearance wos decreased by approximately 30%. LUVOX® Toblets should be slowly fitrated in patients with liver
dysfunction during the inifiation of reatment,

Information for Patients: Physicians are advised fo discuss the following issues with patients for whom they prescribe LUVOX® Toblets: Interferemce
with Cognitive or Motor Performance: Sinca any psychoactive drug may impai judgement, thinking, or motor skil, patients should be coutioned
obout operofing hazardous mochinery, induding outomobiles, unfil they e cortin that LUVOX® Toblets theropy does nat adversely offect their abiity to
engoge in such activities. 2 Potients should be advised fo nofify their physicians i they become pregrant or intend to become pregnant during
therapy with LUVOX® Tablets. Nursing: Pafients recaiving LUVOX® Tablets should be advised to noffy their physicians if they are breast feeding on infont.
{See PRECALTIONS - Nursing Mathers.) Concomitant Medication: Patients should be advised to noffy their physicians if they are taking, o plan fo
toke, any presciption or over-the-counter drugs, since there is o potential for clinically importont interactions with LUVOX Tablets. Aleokol: As with other
psychotrapic medications, patients shoukd be advised to ovoid alcokiol while toking LUVOX® Toblets, Allergic Reactions: Patients should be advised to
nofify their physicians if they develop o rash, hives, or  reloted ellergic phenomenan during therapy with LOVOX® Toblets.

Loboratory Tests: There ara o specfic laboratory tests recommended.

Drug Interactions: Thare have been rore postmarketing reports describing potients with weakness, hyperreflexia, and incoordination fallowing the use
of o selective serotonin reuptake inhibitor (SSR1) and sumatriptan, If concomitont freatment with sumatripton and SSRI (e.g., fluoxetine, fiuvoxamine,
pasoxxefine, srtoline) is clinically worranted, oppropriate abservafion of the patient is odvised. Poential interactions with drugs that inkibit or
are Metobolized by Cytochrome P450 Bosed on a finding of substantial interactions of fluvexamine with certoin drugs and limited
in vito dota for the II1A4 isozyme, it appaars that fluoxamine inibits isozymes that are known fo be invalved in the metabalism of drugs such as warfurin,
theophylline and propranolol. A cinically significant fluvoxamine inferaction s possible with drugs having o namow therapsutic ratio such as tedenadine,
astemizole, cisapride, or pimazide, warforin, theaphyline, certuin benzodiazepines and phenytoin. If LUVOX® Tablets ore fo be administered together with
o drug that is elimingted via oxidative metobolism ond has a narvow thercpeutic window, plosma levels nd,/or phormacodynamic effects of the latter drug
should be monitared closely, at least unti steady-stote condiions are reached. Pleose soe complete prescribing informetion for recommendotions regarding
(NS drugs such os monoamine oxiduse inhibitors, clprozolom, diazepam, lorazepcm, lithium, rypfophan, dozopine, alcohl, fricyclic ontidepressonts,
corbamazepine, methadone, and othet drugs such as theophyline, propanclol and other beta-blockers, warfurin, digoxin, diltiozem. Effects of Smoking
o Fluvoxamine Metabolism: Smokers had o 25% inreose in the metabolism of fl ing compored fo kers. Ele lsi

diferences in sofety were observed between these patients ond younger patients. Other reported clnial experience hos not identiied diferences i response between
the eldedy and younger pafients. Howeves, fwvoxamine hos been ossocioted with severol cases of inkally significant fypanatiemio in eldedy patients (see
PRECAUTIONS, General). Fuethermore, the clearance of fluvoxarmine i decraased by about 50% in aldery compared fo younger potients , and greater sensify of
some older individucs clso caniot be ruled out. Consequently, LUVOX® Tablets should be slowly tiated duing inifation of thesapy.

ADVERSE REACTIONS

Assodated with Discontinuation of Treatment: Of the 1087 0CD ond depressed patients reated with fluvoxamine maleate in controlled clinicel
tials conducted in North America, 22% disconfinued treafment due fo on odverse event. .

Incidence in Controlled Trials - Commonly Observed Adverse Events in Controlled Clinicol Trials: LUVOX® Toblets hove been shudied
in controlled trials of OCD (N=320) and depression (N=1350). In generol, adverss event rofes were similar in the two ata sets os wall as in the pediatric
00 study. The most commonly observed adverse events ssociated with the use of LUVOX® Tablets and fikely to be drug-lated (incidencs of 5% or greater
and ot least twice that for plocebo) derived from Toble 1 wers: somnolancs, insomnia, nervousness, fremor, nausea, dyspepsia, onorexia, vomiting,
ohnormal ejaculation, asthenig, ond sweating. In o pool of two studies involving only patients with OCD, the following oddiional events wers identified
using the above rule; dry mouth, decreased libido, urinery frequency, anergosmia, hinitis and taste parversion. In a study of pediatric patients with OCD,
the following addifional events were identified using the cbove rule: agitation, depression, dysmenomhes, flatulence, hyperkingsia, and rash.

Adverse Events Occurring ot on Incidence of 1%: Toble 1 enumertes udverse events that occurred at o frequency of 1% or more, and were
more frequent than in the placebo group, among patients reated with LUVOX® Tables in two shortterm plocebo controlled OCD triols (10 week) ond
dapression trials (6 week) in which patients were dosed in o range of generally 100 o 300 mg,/doy. This table shows the percantuge of patients in each
group who had ot feast ane occurrence of an event at some time during their treatment. Reported adverse events ware clossified using 0 standard COSTART-
based Dictionary terminotogy. The prescriber should be aware that thess figuses connot be used to predict the incidence of side effects in the course of usuol
medicol practice where patient choracterisics and other foctors moy differ from those that prevailed in the clinical trials. Similarly, the cited freguencies
cannat be compored with figures obuined from other clinica! investiqations invelving diferent treatments, uses, and investigators. The cited figures, however,
do provide the prescribing physician with some basis for estimating the relofive conibution of drug and non-drug factors to the side-effect incidence rate in
he population studied.

Table 1: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN ADULT OCD AND DEPRESSION
POPULATIONS COMBINED' (fluvoxamine (N=892] vs. placebo [N=778] by potients—percentage); BODY AS WHOLE: Heoduche (22 vs. 20);
Asthenia (14 vs. &); Flu Syndrome (3 vs. 2); Chilks (2 vs. 1). CARDIOVASCULAR: Polpitofions (3 vs. 2). DIGESTIVE SYSTEM: Nouseo (40 vs. 14);
Diarthea (11 vs. 7); Constipaiion (10 vs. 8); Dyspepsia {10 vs. 5); Anorexia (6 vs. 2); Vomiling (5 vs. 2); Fatulence (4 vs. 3); Tooh Disorder’ (3 . 1);
Dysphagia (2 vs. 1). NERVOUS SYSTEM: Sornnolence (22 vs. 8); Insomnin (21 vs. 10); Dry Mouth (14 vs. 10); Nervousnass (12 vs. 5); Dizziness (11
vs. 6); Tremor {5 vs. 1); Anxiety (5 vs. 3); Vasodilotation® (3 vs. 1) Hypestonia (2 vs. 1) Agitation (2 vs. 1); Decreased Libido (2 vs. 1); Depressian (2 vs.
1); (NS Stimulation (2 vs. 1). RESPIRATORY SYSTEM: Upper Respiratory Infection (9 vs. 5); Dyspnen (2 vs. 1); Yown (2 vs. 0). SKIN: Sweating
(7 vs. 3). SPECIAL SENSES: Toste Perversion (3 vs. 1); Amblyopia* (3 vs. 2). UROGENITAL: Abnormal Ejaculation®® (8 vs. 1); Urinary Frequency (3
. 2); Impotence (2 vs. 1); Anorgasmia (2 vs. 0); Urinary Retenfion (1 vs. 0).

"Events for which fluvoxamine meleate incidence was equal fo of less than Jllu(eba are not fsted in the table above, but includs the following: abdominal
pain, abnormal dreoms, appefite increase, back poin, chest pain, confusion, dysmenorrhea, fever, infaction, leg cramps, migraine, myalgio, pain, paresthesia,
?haryngiﬁs, postural hypotension, pruritus, rash, shinits, thirst and finnitus. 2includes “toothache,” “tooth extraction and abscess,” and “cores.” *Mastly
eeling warm, hot, or flushed. *Mostly “blumed vision.” *Mostly “delayed sjaculotion.” “Incidence based on aumber of mola pafients.

Adverse Events in OCD Placebo ControRled Studies Which are Markedly Different (defined as ot leust a two-fold ditference)
in Rate from the Pooled Event Rates in OCD and Depression Placebo Controfled Studies: The events in 0CD studies with o tworfold
decrease in rots compared fo event rates in OCD and depression studies were dysphagia und emblyopia (mostly blured vision). Additionally, there was an
approximate 25% decrese in ncwsea. The events in OCD studies with o two-old increos in rate comporad %o event rates in OCD and dapression studies
were: astheni, cbrormal ejaculation (mostly defoyed ejoculation), anxiety, infection, rhinifs, anorgasmia (in moles), dspression, Hbido decraased,
pharyngé]ﬂs,ozégimﬁﬂl, impotence, myoconus,/witch, thirst, weight fos, log cumps, myigia and urinary retention, These events are listed in order of decreasing
ates in the OCD frigls.

Other Adverss Events in OCD Pediairic i Pedintric patients (N=57) teated with LUVOX® Toblats, the overcl profl of aderse events is
similor o that seen in cdult studies. Othe reoctions which hove been reported in twa or more pediatic patients, and were more fraquent then in the placebe group
gmu;;’wae: abmormal thinking, cough increase, dysmenorthn, cchymosis, emofional labity, epistuxis, hyperkinesi, infaction, monic recction, rosh, sinusit, and
Weight deceose

Vital Sign Changes: Comparisons of flovoxomine maleats and plocebo groups in separate pools of shorttem OCD and depression triols on (1) median
change from beseline on vorious vital signs variables and on (2) incidence of patients mesting ciiterio for potentially importont chonges from baseline on
various vital signs variables revealed o importunt differences between flwvoxamine maleate and placebo.

Laboratory Changes: Comparisons of flwoxamine maleate and placebo groups in seporate gools of shortterm OCD and deprassion trials on (1) medien
change from baseline on various serum chemisry, hematology, ond urinalysis variables and on (2) incidence of patients meeting citerio for potentially
important changes from basaling on various serum chemistry, hematology, and urinalysis variables revealed no important diffesences between fluvoxamine
maleate and plocebo.

ECG Chunges: Compurisans of flovoxonring maleate and placebo groups in separate pools of shorkterm OCD and depression trials on (1) megn change
from baseline on verious ECG varicbles and on (2) incidence of patients meeting criteria for potentially importunt changes from baseline on various £(6
verigbles revealed no importont differences betwsen fluvoxamine malate and placebo.

Other Events Observed During the Premarketing Evluation of LUVOX® Tablets: During pramarkefing clinical riols conducted in Noeth
America and Evrope, multiple doses of fluvoxoming moleate were administered for a combined totol of 2737 patient exposures in patients suffering OCD
or Major Depressive Disorder. Untoward events associated with this exposure were recorded by clinicol investigators using desariptive teminology o% theit
own choosing. Consequently, it is not possible to provide o meaningful estimate of the proportion of individuals experiencing adverse events without fist
grouping similar types of untoward events into a fimited (i.¢., reduced) number of stondard event categories. In the tabulafions which folow, o stondord
COSTARTbased Dictionary terminolagy has been used to clossity reported adverse events. If the COSTART term for an event was so general os to be
uninformotive, it was replaced with o more informotive term. The frequencies presented, therefore, rapresent the proportion of the 2737 pafient expasures
to multple doses of fuvoxamine moleate who experienced cn event of the type cited on af laast ane occasion while recaiving fluvoxamine maleate. All
reported events are included in the list below, with the following excaptions: 1) thase events akeady listed in Table 1, which tubulates incidence rates of
common odverse experiences in placebe-controlled OCD and depression clinical ticl, are excluded; 2) thase events for which o drug couse wos considered
temate (i.c., neoplosia, gastrointestinal corcinoma, herpes simplex, herpes zostey, application site reoction, ond unintended gregnancy) are amited; ond 3)
events which were reported in only ane patient and judged %o not be potentially serious are not included. It is importunt to emphasize that, although the
evants reposted did occur during reatment with fluvoxamine maleate, a causal relafionship to fluvaxamine maleate has not been estoblished. Even's ore
further clossified within body system categories and enumerated in order of decransing fraquency using the following definitions: frequent adverse events
ave defined os those occurring on one or more occasions in af least 1/100 pafients; infrequent odverse events ara those ocuniing between 1,/100 and
1/1000 patients; ond rore adverse events ore thase occuning in less thon 1,/1000 pafients. Body as @ Whole: Frequent: occidentol injury, malise;
Infrequent: allergic reaction, neck pain, neck rigidity, overdose, photosensifivty reoction, suicide attempt; Rore: cyst, pebvic pain, sudden death.
Cardiovascular System: Frequent: hypertension, hypotension, syncope, tachycordic; infreguent: angino pectors, brodycordia, cordiomyopathy,
cardiovosculor diseass, cold extvemiies, conduction delay, heart failure, myocardial inforction, pallor, pulse iregular, ST segment changes; Rore: AY block,
cerebrovasculor accident, coronary artery disease, embalus, pericordits, phlebitis, pulmonary inforction, supraventricular extasystoles. Digestive Systens:
Fraquent: elevated liver ransominases; fnfrequent: colifis, enuctation, esophagitis, gashiis, gostroenterits, gostraintestinl hemonthage, qustrointestinal
ukcer, gingivits, glossifis, hemorthoids, melena, rectol hemorthage, stomatits; Rare: biiary pain, cholecystitis, cholefthiosis, fecol incontinence,
hemotemegis, intestinal obstruction, joundice. Endocrine System: infrequent: hypothyroidism; Rare: goiter. Hemie and L tic Systoms:
Infrequent: anemia, ecchymasis, lsokocytosis, ymphadenopathy, thrombocytopenia; Rors: leukaperia, purpure, Metabolic and Nutritional Systems:
Frequent: edemo, weight goin, waight loss; Infraquent: dehydration, hypercholesterolemic; Rove: diobetes melits, hyperglycemia, hyperipiderio,
hypoghycemia, hypokalemia, lactate dehyd incrensed. Musculoskeletal System: Infraquent: arthrulgia, rthrfi, bursis, generalized musce
sposm, myasthenia, tendinous contracture, fenasynovitis; Rore: orthrosis, myopathy, pathological fracture. Nervows System: Fraquent: amnesio, opathy,
hyperkinesic, hypokinesia, menic reaction, myodonus, psychotic reaction; Infraquant: agoraphabic, akathisia, afuxio, CNS depression, convulsion, delifium,

Therapy (ECT): There are no clinical studias estoblishing the benefits or isks of combined use of ECT and fluvoxamine moleate.
Cardl

g 9 P of Fertility

Carcinogenesis: There is no evidence of carcinogenicity, mutagenicity or impaiment of fertlity with fluvoxemine moleate. There was no evidence of
carcinogenicity in rats ected orally with flovoxomine maleata for 30 months or hamsters treated orally with fluvoxomine moleate for 20 (femles) ar 26
(mnles? months, The daily doses in the high dose groups in these studies were increased over the course of the study from o minimum of 160 mg/kg to
a maximum of 240 mg,/kg in rats, ond from o minimum of 135 mg/kg to o maximem of 240 mg/kg in homsters. The maximum dose of 240 mg/kg
is approximately & fimes the maximum humen doity dose on @ m'g/ 'm' basis. Mutagenesis: No evidence of mutagenic potentiol was observed in o mouse
micronucleus test, on in vifro chromosome aberration fest, or the Ames microbial mutogen test with or without rnerul?oli( octivation. Impairment of
Fortility: in fartiity studies of male and female rats, up o 80 mg/kdg/duy orally of flovoxamine malente (approximately 2 fimes the maximum human
daily dose on g mg/m’ basis) had no effect an mating performance, durafion of gestation, or pregnancy rate.

Y e Imnnls

Pregmancy

Torat Effacts: Pregnancy Category C: In terotology studies in rats ond robbits, doily oral doses of flwvoxamine maleate of up %0 80 and
40 mg/kq, respactivaly (opproximotel 2 fimes the maximum humen daify dose on o mg/m? bosis) caused no fetal malformations. However, in other
reproduction studies in which pregnant rafs were dosed thiough weaning there was (1) an increose in pup mortality at birth (seen at 80 mg,/kg end above
but nat ot 20 mg/kg), ond (2) decreases in postnatal pup weights {seen at 160 but not at 80 mg/kg) and survival (sean of ol doses; lowest dose tested
= § mg/kg). (Dases of 5, 20, 80, und 160 m‘f/lw org opproximately 0.1, 0.5, 2, and 4 times the moximum human daily dose on @ mg/m’ besis.)
While the sesults of o crossfostering study impied that ot feast some of these resuls likely occunred secondarily to matemal toxicity, the role of @ direct drug
effect on the fetuses or pups could not be rufed ut. There are ne adequote and welkcontrolled studies in pragnant women. Fluvoxomine malecte should be
used during pregnancy only if the potential beneft justifies the potential risk to the fetus.

Lobor and Delivery: The effect of fluvoxomine on lobor ond defivry in humans is unknown.

Nursing Mothers: & for many other drugs, fluvaxamine is secreted in human breast milk. The decision of whether to discontinue nursing o fo disconfinue
the drug should take info account the potentiol for serious adverse effects from exposure to fluvoxamine in the nursing infant as wel as the potentiol benefits
of LUVOX® (fluvoxomine moleate) Toblets therapy to the mother.

Pediatric Usa: The efficacy of fluvosamine meleote for the reatmernt of Obsessive Campulsive Disorder was demonsiated in o 10-week mulicanter
plocabo controlled study with 120 outpatients ages 8-17. The udverse event profile observed in that study was generaly similar o that observed in udult
studies with fivoxamine (see ADVERSE REACTIONS).

Docreased uﬂpdpeﬁre and weight loss have been observed in ussociafion with the use of fluvaxamine os wel os other SSR. Cansequently, regular monitaring
of waight and growth is recommendad if reotment of a child with an SSRI is to be confinued long temn.

Geriatrk Use: Approximately 230 pafients parfidpoting in controlled premarkefing studies with LUVOX® Toblets were 65 yaors of oge or over. No overo
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delusion, depersonalization, drug dependence, dyskinesia, dystonic, emotional labilty, suphoria, extrapyramidal syndrome, gait unsteady, hallucinations,
hemiplegic, hastiity, hypersomia, hypochendriasis, hypotonia, hysterio, incoordination, incraosed solivetion, increased libido, neuralgia, poralysis, porancid
eaction, phobia, psychosis, sleep disorder, stupor, twilching, vertige; Rore: ckinesia, coma, fibrillstions, mufism, obsessions, reflexes decreased, slum
speach, tordive dyskinesia, toricols, trismus, withdrowol syndrome. Resplratory System: Fraquent: cough increased, sinusiis Infraquent: osthma,
bronchitis, epistoxis, hoorseness, hyperventilation; Rore: apnea, congestion of upper airwoy, hemoptysis, hiccups, laryngismus, obstructive pulmanary
disease, pneumonia. Skims Infraquant: ocne, clapedia, dry skin, eczema, exfaliative dermatits, furunculosis, seborthed, skin discoloration, urticarie. Speciel
Senses: Infraquent: accommodation abnormol, conjunctiviis, deafness, diplopia, dry eyes, ear pain, eye poin, mydrasis, ofitis media, porosmio,
phatophobia, taste foss, visual field defect; Rove: comeal ulcer, refinal detachment. Urogenttal System: infraquent: anuria, breast pain, cystits, deloyed
menstruntion', dysuria, femole lactation’, hematurio, menopeuse', menonhagia', merorhagia', nocturia, polyuria, premensiual syndrome', urinory
inconfinence, urinary fract infection, inory urgency, urination impaired, vogingl hemerthage', vaginiis's Rors: kidney calculus, hematospermic’, ofiguria.
"Based on the number of femeles. “Bosed on the number of moles.

Non-US Postmarketing Reports: Voluntury reports of adverse events in pafients faking LUVOX® Tablets that have been aceived since market
introduction ond ore of unknown cousal relationship to LUVOX® Toblefs usa includs: toxic epidermol necrolysis, Stevens:Johnson syndrome, Henodhr
Schoanlein purpure, bullous eruption, pripism, agranulocytosis, neuropathy, aplas';ic anemia, cnaphylactic reaction, hyponohemia, ocute renal foilure,

wi

hepatiis, and severe ckinesic with fever when fi ine was co-administered hofic medication.

OVERDOSAGE
Refer to package insert (158 Rev 5/99) for overdosage information.

DOSAGE AND ADMINISTRATION
Refer to package insert (15E Rev 5,/99) for dosage and adminishration information,
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“My doctor diagnosed
obsessions and compulsions
and prescribed LUVOX® Tablets.”

o 4

v IMPROVES OBSESSIVE-COMPULSIVE SYMPTOMS
IN ADULTS, CHILDREN, AND ADOLESCENTS*

v LOW INCIDENCE OF SEXUAL DYSFUNCTION IN ADULTS*
LUVOX® Tablets vs placebo: decreased libido 2% vs 1%; delayed ejaculation 8% vs 1%; impotence 2% vs 1%

v LOW INCIDENCE OF AGITATION IN ADULTS
2% vs 1% for placebo

In adults, the most commonly observed adverse events compared to placebo were somnolence 22% vs 8%;
insomnia 21% vs 10%; nervousness 12% vs 5%; nausea 40% vs 14%; asthenia 14% vs 6%’

In children and adolescents, the most commonly observed adverse events compared to placebo were: agitation 12% vs 3%;
hyperkinesia 12% vs 3%; depression 5% vs 0%; dysmenorrhea 7% vs 3%; flatulence 5% vs 0%; rash 7% vs 3%*
Concomitant use of LUVOX® Tablets and monoamine oxidase inhibitors is not recommended

Fluvoxamine should not be used in combination with terfenadine, astemizole, cisapride, or pimozide.

As any psychoactive drug may impair judgment, thinking, or motor skills, patients on LUVOX® Tablets should be advised
to exercise caution until they have adapted to therapy.

References: 1. Physician Drug & Diagnosis Audit (PDDA) and Source™
Prescription Audit (SPA) August 1998-September 1999. Scott-Levin, a
division of Scott-Levin PMSI Inc. 2. Goodman WK, Kozak MJ, Liebowitz M,
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centre, double-blind, placebo-controlled trial. /nt Clin Psychopharmacol. ®
1996;11:21-29. 3. Data on file, Study in Children and Adolescents
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