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AUTHOR G U I D E L I N E S 2000

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
publishes 12 issues in 2000. As the immense prevalence of comor-
bid 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:
sound original data.

Original reports present methodologically

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
considered for publication.

or multiple case reports will be

Letters to the Editor: Letters will he 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), c/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
material: 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

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 2-6 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 property of CNS Spectrums. Permission
to reproduce material must be obtained from the publisher.

Disclosure of Commercial Interests

The authors must include a statement about all forms of
support, including grant and drug 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 TO DSM-IV AND ICD-10 CODES

Dementia of the Alzheimer Type, With Early Onset With Depressed Mood
Specify if: With Behavioral Disturbance

DSM-IV
290.13

ICD-10

F00.03
Dementia of the Alzheimer's Type, With Late Onset With Depressed Mood
Specify if: With Behavioral Disturbance
Delirium Due to: Indicate General Medical Condition
Psychotic Disorder Due to: Indicate General Medical Condition With Delusions
With Hallucinations
Mood Disorder Due to: Indicate General Medical Condition
Anxiety Disorder Due to: Indicate General Medical Condition
Amnestic Disorder Due to: Indicate General Medical Condition
Dementia NOS
Amnestic Disorder NOS
Schizophrenia
Schizophrenia—Disorganized Type
Schizophrenia—Catatonic Type
Schizophrenia—Paranoid Type
Schizophrenia—Residual Type
Schizoaffective Disorder
Schizophrenia—Undifferentiated Type
Major Depressive Disorder
Bipolar 1 Disorder
Bipolar Disorder NOS
Bipolar II Disorder
Mood Disorder NOS
Psychotic Disorder NOS
Autistic Disorder
Asperger's Disorder
Pervasive Developmental Disorder NOS
Anxiety Disorder NOS
Panic Disorder Without Agoraphobia
Generalized Anxiety Disorder
Dissociative Identity Disorder
Dissociative Disorder NOS
Factitious Disorder NOS
Panic Disorder With Agoraphobia
Agoraphobia Without History of Panic Disorder
Social Phobia
Specific Phobia
Obsessive-Compulsive Disorder
Dysthymic Disorder
Depersonalization Disorder
Body Dysmorphic Disorder
Somatization Disorder
Somatoform Disorder NOS
Cyclothymic Disorder
Alcohol Dependence
Cocaine Dependence
Cannabis Dependence
Amphetamine Dependence
Alcohol Abuse
Cannabis Abuse
Cocaine Abuse
Amphetamine Abuse
Stuttering
Anorexia Nervosa
Tic Disorder NOS
Tourette Disorder
Primary Insomnia
Primary Hypersomnia
Sleepwalking Disorder
Dyssomnia NOS
Nightmare Disorder
Parasomnia NOS
Eating Disorder NOS
Bulimia Nervosa
Feeding Disorders of Infancy or Early Childhood
Communication Disorder NOS
Posttraumatic Stress Disorder
Depressive Disorder NOS
Impulse-Control Disorder NOS
Pathological Gambling
Pyromania
Kleptomania
Trichotillomania
Disruptive Behavior Disorder NOS
Attention-Deficit/Hyperactivity Disorder, Combined Type
Attention-Deficit/Hyperactivity Disorder NOS
Learning Disorder NOS
Developmental Coordination Disorder
Narcolepsy
Sleep Disorder Due to: Indicate General Medical Condition

290.21
293.0
293.81
293.82
293.83
293.89
294.0
294.8
294.8
295
295.10
295.20
295.30
295.60
295.70
295.90
296
296
296.80
296.89
296.90
298.9
299.00
299.80
299.80
300.00
300.01
300.02
300.14
300.15
300.19
300.21
300.22

300.29
300.3
300.4
300.6
300.7
300.81
300.81
301.13
303.90
304.20
304.30
304.40
305.00
305.20
305.60
305.70
307.0
307.1
307.20
307.23
307.42
307.44
307.46
307.47
307.47
307.47
307.50
307.51
307.59
307.9
309.81
311
312.30
312.31
312.33
312.34
312.39
312.9
314.01
314.9
315.9
315.4
347
780

F00.13
F05.0
F06.2
F06.0
F06
F06.4
F02.8
F03
R41.3
F20
F20.1
F20.2
F20.0
F20.5
F25
F20.3
F32
F30
F39
F31.8
F39
F29
F84
F84.5
F84.9
F41.9
F41
F41.1
F44.81
F44.9
F68.1
F40.01
F40
300.23 F40.1
F40.2
F42.8
F34.1
F48.1
F45.2
F45.
F45.9
F34
F10.2
F14.2
F12.2
F15.2
F10.1
F12.1
F14.1
F15.1
F98.5
F50
F95.9
F95.2
F51.0
F51.1
F51.3
F51.9
F51.5
F51.8
F50.9
F50.2
F98.2
F80.9
F43.1
F32.9
F63.9
F63.0
F63.1
F63.2
F63.3
F91.9
F90
F90.9
F81.9
F82
G47.4
G47

Delirium NOS 780.09 F05.9
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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 (l=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 3 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 (l=lncomplete, 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.

S L I D E L I B R A R I E S

U Current Uses of Dopamine Agonists

LJ Monotherapeutic Uses for Dopamine Agonists

I J Management of Social Anxiety Disorder (Social Phobia)

LJ Diagnosis and Treatment of Premenstrual Dysphoric Disorder

LJ 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

LJ The Black Book of Psychotropic Dosing and Monitoring 2000

LJ 1999 Quide to Psychotropic Drug Interactions
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L U V O X @ ( f l u v o x a m i n e maleate] 25 mg TABLETS, 50 mg and 100 nig SCORED TABLETS
Brief Summary (For full Prescribing Information and Patient Information, refer to package insert.)

INDICATIONS AND USAGE
LUVOX" Tablets are indicated lor the treatment of obsessions and compulsions in adults and children and adolescents (ages 8-17) with Obsessive Compulsive
Disorder (OCD), as defined in the DSM-III-R.

CONTRAINDICATIONS
CD-administration of terfenodine, astemizole, cisopride, or pimozide with LUVOX® Tablets is contraindicoted (see WARNINGS and PRECAUTIONS).
LUVOX" Tablets are contraindicated in patients with a history of hypersensitivity to fluvoxamine maleate.

WARNINGS
In patients receiving another serotonin reuptake inhibitor drug in combination w i th oxidase inhibitors (MAOI ) ,
there have been reports of serious, sometimes fata l , reactions. Some cases presented wi th features resembling neuroleptk
malignant syndrome. Therefore, it is recommended that LUVOX® Tablets not be used in combination w i th a M A O I , or within
14 days of discontinuing treatment w i th a M A O I . After stopping LUVOX* Tablets, at least 2 weeks should be allowed before
starting a M A O I .
Terfenodine, astemizole, dsapride, and pimozide are all metabolized by the cytochrome P450 I I IA4 isozyme. Increased plasma
concentrations of terfenadine, astemizole, cisapride, and pimozide cause QT prolongation and have been associated w i th
torsodes de pointes-type ventricular tachycardia, sometimes fata l . Although it has not been definitively demonstrated that
fluvoxamine is a potent I I IA4 inhibitor, it is Kkeh/ to be. Consequently, it is recommended that fluvoxamine not be used in
combination w i th either terfenadine, astemizole, cisapride, and pimozide.
Other PotentMRy Important Drug Interactions. (Also see PRECAUTIONS - Drug Interactions) Beniodiaiepines: Benzodiazepines metabolized
by hepatic oxidation (e.g., olptazolam, midazolam, triazolam, etc.) should be used with caution because the clearance of these drugs is likely to be reduced
try fluvoxamine. The clearance of benzodiazepines metabolized by glucuronidation (e.g., lorozepam, oxazepam, temazepam) is unlikely to be affected by
fluvoxamine. Alprazofam: When fluvoxamine maleate (100 mg qd) and alprazolam (1 mg qid) were co-administered to steady state, plasma
concentrations and other pharrnacokinetic parameters (AUC, C™, T,) of alprazolam were approximately twice those observed when alprazolom was
administered alone; oiol clearance was reduced by about 50%. The elevated plasma alprazolam concentrations resulted in decreased psychomotor
performance and memory. This interaction, which has not been investigated using higher doses of fluvoxamine, may be more pronounced if a 300 mg daily
dose is cwdministeted, particularly since fluvoxamine exhibits norHtneor phormacokinetits over the dosage range 100-300 mg. If alprazolam is co-
administered witti LUVOX* Tablets, ttie initial ulprazoiom dosage should be at least halved and titration to the lowest effective dose is recommended. No
dosage adjustment is required for LUVOX" Tablets. Diazepam: The condministration of LUVOX® Tablets and diazepam is generally not advisable. Because
fluvoxamine reduces the clearance of both diazepam and its active metabolite, N-desmethyldiazepam, there is a strong likelihood of substantial accumulation
of both species during chronic co-administration. Evidence supporting the conclusion that it is inadvisable to co-administer fluvoxamine ond diazepam is
derived from a study in which healthy volunteers taking 150 mg/day of fluvoxamine were odministered a single oral dose of 10 mg of diazepam. In these
subjects (N=8), the clearance of diazepom was reduced by 65% ond that of N-desmethyldiazepam to a level that was too low to measure over the course
of the 2 week long study. It is likely that this experience significantly underestimates the degree of accumulation that might occur with repented diozepam
administration. Moreover, as noted witfi alprazolom, the effect of fluvoxamine may even tie mote pronounced when it is administered at higher doses.
Accordingly, diazepom and fluvoxomine should not ordinarily be co-administered. Theopkyhme: The effect of steadyitote fluvoxamine (50 mg bid) on
the phaimocokinetics of a single dose of ttieophylline (375 mg as 442 mg aminophylline) was evaluated in 12 healthy nonsmoking, male volunteers. The
clearance of theophylline was decreased approximately three-fold. Therefore, if theopbylline is co-administered with fluvoxamine moleate, its dose should
be reduced to one third of the usual daily maintenance dose ond plosmo concentrations of theophylline should be monitored. No dosage adjustment is
reguired for LUVOX* Tablets. Warfarin: When fluvoxomine maleote (50 mg tid) was administered concomitontly with warfarin foi two weeks, warfarin
plasma concentrations increased by 98% and prottirombin times were prolonged. Thus patients receiving oral anticoagulants and LUVOX* Tablets should
have their prottirombin time monitored and their onticoagulont dose adjusted accordingly. No dosoge adjustment is required for LUVOX* Tablets.

PRECAUTIONS
General
Activation of Hima/Hyaomatm During premorketing studies involving primarily depressed patients, hypomania or mania occurred in approximately
1% of patients treated witti fluvoxamine. Activation of mania/hypomanio has also been reported in a small proportion of patients with majot affective
disorder who were treated with other marketed ontidepressants. As with all antidepressonts, LUVOX* Tablets should be used cautiously in patients with a
history of mania. Seizures: During premorketing studies, seizures were reported in 0.2% of ftuvoxamine-treated patients. LUVOX® Tablets should be used
cautiously in patients with a history of seizures. It should be discontinued in ony patient who develops seizures. Suicide: The possibility of a suicide attempt
is inherent in patients with depressive symptoms, whether these occur in primary depression or in association with another primary disorder such as OCD.
Close supervision of high risk patients should accompany initial drug therapy. Prescriptions for IUVQX® Tablets should be written for the smallest quantity of
tablets consistent with good patient management in order to reduce the risk of overdose. Use in Patients with Concomitant Illness: Closely
monitored clinical experience with LUVOX* Tablets in patients with concomitant systemic illness is limited. Caution is advised in administering LUVOX® Tablets
to patients with diseases or conditions that could affect hemodynamic responses oi metabolism. LUVOX® Tablets have not been evaluated or used to any
appreciable extent in patients with a recent history of myocardial infarction or unstable heart disease. Patients with these diagnoses were systematically
excluded from many clinical studies during the product's premarfceting testing. Evaluation of the electrocardiograms for patients with depression or OCD who
participated in premarketing studies revealed no differences between fluvoxamine and placebo in the emergence of clinically important ECG changes. In
patients with liver dysfunction, fluvoxamine clearonce was decreased by approximately 30%. LUVOX® Tablets should be slowly titrated in patients with liver
dysfunction during the initiation of treatment.
Information for Patients: Physicians are advised to discuss the following issues with patients for whom they prescribe LUVOX* Tablets: Interference
with Cognitive or Motor Performance: Since any psychoactive drug may impair judgement, thinking, or motor skills, patients should be cautioned
about operating hazardous machinery, including automobiles, until they are certain that LUVOX* Tablets therapy does not adversely affect their ability fo
engage in such activities. Pregnancy: Patients should be advised to notify their physicians if they become pregnant or intend to become pregnant during
therapy with LUVOX* Tablets. Nursing: Patients receiving LUVOX® Tablets should be advised to notify their physicians if they are breast feeding an infant.
(See PRECAUTIONS - Nursing Mothers.) Concomitant Medication: Patients should be advised to notify their physicians if they are taking, or plan to
take, any prescription or oveMh&fountet drugs, since there is a potential for clinically important interactions with LUVOX Tablets. Alcohoh As with other
psychonopk medications, patients should be advised to avoid alcohol while taking LUVOX® Tablets. Allergic Reactions: Patients should be advised to
notify their physicians if they develop a rash, hives, or a related allergic phenomenon during therapy with LUVOX* Tablets.
Laboratory Tests: There are no specific laboratory tests recommended.

Drag Interactions: There have been rare postmorketing reports describing patients with weakness, hypetreflexio, and ^coordination following the use
of a selective serotonin reuptake inhibitor (5SRI) and sumatriptan. If concomitant treatment with sumatriptan and SSRI (e.g., fluoxeline, fluvoxamine,
poroxxetine, sertraline) is clinically warranted, appropriate observation of the patient is advised. Potential interactions with drags that inhibit or
are Metabolized by Cytockrome P450 Isozymes: Based on a finding of substantial interactions of fluvoxamine with certain drugs and limited
in vitro data for the IIIA4 isozyme, it appears that fluvoxamine inhibits isozymes itiat are known to be involved in the metabolism of drugs such as warfarin,
theophylline and propranolol. A clinically significant fluvoxamine interaction is possible with drugs having a narrow therapeutic ratio such as terfenadine,
ostemizole, cisapride, or pimozide, warfarin, theophylline, certain benzodiazepines and phenytoin. If LUVOX® Tablets are to be administered together with
a drug that is eliminated via oxidotive metabolism ond has a narrow therapeutic window, plasma levels and/or phormacodynomic effects of the latter drug
should be monitored closely, ot least until steady-state conditions are reached. Please see complete prescribing information for recommendations regarding
CNS drugs such as monoamine oxidase inhibitors, alprazolam, diazepom, lorazepam, lithium, tryptopbon, clozapine, alcohol, tricyclic antidepressanls,
corbomazepine, mettwdone, and other drugs such as theophylline, propanalol and other beta-blockers, warfarin, digoxin, diltiazem. Effects of Snaking
on Fhvoxamme Metabotism: Smokers had a 25% increase in the metabolism of fluvoxomine compared to nonsmokers. Electroconvulsive
Therapy (ECT): There are no clinical studies establishing the benefits or risks of combined use of ECT and fluvoxamine maleate.
Carrinogenesis, Metagenesis, Impairment of Fertility
Carcmogmesis: There is no evidence of carcinogenicity, mutogenicity or impairment of fertility with fluvoxamine maleate. There was no evidence of
carcinogenicity ki rats treated orally with fluvoxamine maleate tot 30 months or hamsters treated orally with fluvoxamine maleate for 20 (females) or 26
(males) months. The doily doses in ttie high dose groups in these studies were increased over the course of the study from a minimum of 160 mg/kg to
a maximum of 240 rng/kg in rats, ond from a minimum of 135 mg/kg to a maximum of 240 mg/kg in hamsters. The maximum dose of 240 mg/kg
is approximately 6 times the maximum human daily dose on o mg /n f basis. /Autogenesis: No evidence of mutagenic potential was observed in a mouse
miaonucleus test, an in vitro chromosome aberration test, or the Ames microbial mutogen test with or without metabolic activation. Impairment of
Fertility: In fertility studies of male and female rats, up to 80 mg/kg/day orally of fluvoxamine maleate (approximately 2 times the maximum humon
dairy dose on a mg/m' basis) hod no effect on mating performance, duration of gestation, ot pregnancy rate.
Pregnancy
Teratogenk Effects: Pregnancy Category 0 In teratology studies in rats ond rabbits, daily oral doses of fluvoxamine maleate of up to 80 and
40 mg/kg, respectively (approximately 2 times the maximum human daily dose on a mg/ i r r basis) caused no fetal malformations. However, in other
reproduction studies in which pregnant rats were dosed through weaning there was (1) on increase in pup mortality at birth (seen ot 80 mg/Vg and above
but not at 20 mg/kg), and (2) decreases in postnatal pup weights (seen at 160 but not at 80 mg/kg) and survival (seen at all doses; lowest dose tested
= 5 mp/ka,). (Doses of 5 , 2 0 , 8 0 , ond 160 mg/kg are approximately 0 .1 ,0 .5 ,2 , and 4 times the maximum human daily dose on a mg /m ' basis.)
While me results of a cross-fostering study implied that at least some of these results likely occurred secondarily to maternal toxicity, the role of a direct drug
effect on the fetuses or pups could not be ruled out. There are no adequate and well-controlled studies in pregnant women. Fluvoxomine maleate should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Labor and Deftvery: The effect of fluvoxomine on labor and delivery in humans is unknown.
Nursing Mothers: As for many other drugs, fluvoxamine is secreted in humon breast milk. The decision of whether to discontinue nursing or to discontinue
the drug should take into account the potential for serious adverse effects from exposure to fluvoxamine in the nursing infant as well as the potential benefits
of LUVOX* (fluvoxamine maleate) Tablets therapy to the mother.
Pedfotrk Use: The efficacy of fluvoxamine maleate for the treatmemt of Obsessive Compulsive Disorder was demonstrated in a 10-week multicenter
placebo controlled study with 120 outpatients ages 8-17. The adverse event profile observed in that study was generally similar to that observed in adult
studies with fluvoxamine (see ADVERSE REACTIONS).
Decreased appetite and weight loss hove been observed in association with the use of fluvoxamine as well as other SSRIs. Consequently, regular monitoring
of weight and growth is recommended if tteotment of a child with an SSRI is to be continued long term.
Geriatric Use: Approximately 230 patients portibpoling in contrded premorketing studies with LUVOX® Tablets were 65 years of oge or over. No overall

differences in safety were observed between these patients and younger patients. Other reported clinicol experience has not identified differences in response between
the elderly and younger patients. However, fluvoxamine has been associated with several cases of clinically significant hyponatremia in eHerty patients (see
PRECAUTIONS, General). Furthermore, the clearance of fluvoxomine is decreased by about 50% in elderly compared to younger patients, and greater sensitivity of
some older individuals also cannot be ruled out. Consequently, LUVOX® Toblets should be slowly titrated during initiation of therapy.

ADVERSE REACTIONS
Associated wi th Discontinuation of Treatment: Of the 1087 OCD and depressed patients treated with fluvoxamine maleate in controlled clinical
trials conducted in North America, 22% discontinued treatment due to an adverse event.
Incidence in Controlled Trials - Commonly Observed Adverse Events in Controlled Clinical Trials: LUVOX" Toblets have been studied
in controlled trials of OCD (N=320) and depression (N=l 350). In general, adverse event rates were similar in the two data sets as well as in the pediatric
OCD study. The most commonly observed adverse events associated with the use of LUVOX" Tablets and likely to be drug-related (incidence of 5% or greoter
and at least twice that for placebo) derived from Table 1 were: somnolence, insomnia, nervousness, tremor, nousea, dyspepsia, anorexia, vomiting,
abnormal ejaculation, asthenia, and sweating. In a pool of two studies involving only patients with OCD, the following additional events were identified
using the above rule: dry mouth, decreased libido, urinary frequency, onoigasmia, rhinitis and taste perversion. In a study of pediatric patients with OCD,
the following additional events were identified using the above rule: agitation, depression, dvsmenotfhea, flatulence, hyperkinesia, and rash.
Adverse Events Occurring at an Incidence of I %: Table 1 enumerates adverse events that occurred ot a frequency of 1 % or more, and were
more frequent than in the placebo group, among patients treated with LUVOX" Tablets in two short-term placebo controlled OCD trials (10 week) and
depression trials (6 week) in which patients were dosed in a range of generally 100 to 300 mg/day. This table shows the percentage of patients in each
group who had at least one occurrence of an event ot some time during their treatment. Reported adverse events were classified using a standard COSTART-
bosed Dictionary terminology. The prescribe! should be aware that these figures cannot be used to predict the incidence of side effects in the course of usual
medical practice where patient characteristics ond other foctors may differ from those thot prevailed in the clinical trials. Similarly, the cited frequencies
cannot be compared with figures obtained from other clinicol investigations involving different treatments, uses, and investigators. The cited figures, howevei,
do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the side-effect incidence rote in
the population studied.
Table 1 : TREATMENT-EMERGENT ADVERSE EVENT INGDENCE RATES BY BODY SYSTEM IN ADULT OCD AND DEPRESSION
POPULATIONS COMBINED1 (fluvoxamine [N=B92] vs. placebo [N=778] by patients-percentage); BODY AS WHOLE: Headache (22 vs. 20);
Asthenia (14 vs. 6); Flu Syndrome (3 vs. 2); Chills (2 vs. 1). CARDIOVASCULAR: Palpitations (3 vs. 2). DIGESTIVE SYSTEM: Nausea (40 vs. 14);
Diarrhea (11 vs. 7); Constipation (10 vs. 8); Dyspepsia (10 vs. 5); Anorexia (6 vs. 2); Vomiting (5 vs. 2); Flatulence (4 vs. 3); Tooth Disorder1 (3 vs. 1);
Dysphogia (2 vs. 1). NERVOUS SYSTEM: Somnolence (22 vs. 8); Insomnia (21 vs. 10); Dry Mouth (14 vs. 10); Nervousness (12 vs. 5); Dizziness (11
vs. 6); Tremor (5 vs. 1); Anxiety (5 vs. 3); Vasodilotatian3 (3 vs. 1) Hypertonin (2 vs. 1) Agitation (2 vs. 1); Decreased Libido (2 vs. 1); Depression (2 vs.
1); CNS Stimulation (2 vs. 1). RESPIRATORY SYSTEM: Upper Respiratory Infection (9 vs. 5); Dyspnea (2 vs. 1); Yawn (2 vs. 0). SKIN: Sweating
(7 vs. 3). SPECIAL SENSES: Taste Perversion (3 vs. 1); Amblyopia' (3 vs. 2). UROGENITAL: Abnormal Ejaculation" (8 vs. 1); Urinary Frequency (3
vs. 2); Impotence' (2 vs. 1); Anorgosmia (2 vs. 0); Urinary Retention (1 vs. 0).
'Events for which fluvoxamine maleate incidence was equal to or less than placebo are not listed in the table above, but include the following: abdominal
pain, abnormal dreams, appetite increase, back pain, chest poin, confusion, dysmenorrhea, fever, infection, leg cramps, migraine, myolgia, pain, paiesthesia,
pharyngitis, postural hypotension, pruritus, rash, rhinitis, thirst and tinnitus. 'Includes "toothache," "tooth extraction ond abscess," ond "caries." 3Mostfy
feeling warm, hot, or flushed. 'Mostly "blurred vision." 'Mostly "delayed ejaculation." 'Incidence based on numbei of male patients.
Adverse Events in OCD Placebo Controlled Studies Whkh are Markedly Different (defined as at least a two-fold difference)
in Rate from the Pooled Event Rates in OCD and Depression Placebo Controlled Studies: The events in OCD studies with a twofold
decrease in rate compared to event rates in OCD and depression studies were dysphagia and amblyopia (mostly blurred vision). Additionally, there was an
opproximate 25% decrease in nausea. The events in OCD studies with o two-fold increase in rate compared to event rates in OCD and depression studies
were: asthenia, abnormal ejaculation (mostly delayed ejaculation), anxiety, infection, rhinitis, anorgasmia {in males), depression, ihido decreased,
pharyngitis, agitation, impotence, myocbnus/twitdi, thirst, weight loss, leg cramps, myalgia and urinary retention. These events are feted in order of decreasing
rates in the OCD trials.
Other Adverse Events m OCD Pedhttk Population: In Pediatric patients (N=57) treated with LUVOX* Tablets, the overall profile of adverse events is
similar to that seen in odult studies. Other reactions which have been reported in two or more pediatric patients, and were more frequent thon in the placebo group
group were: abnormal thinking, cough increase, dysmenonhea, ecchymosis, emotional ktitry, epislam, hyperkinesio, infection, manic reaction, rash, sinusitis, and

Vital Sign Changes: Comparisons of fluvoxamine maleate and placebo groups in separate pools of short-term OCD ond depression trials on (1) median
change from baseline on various vital signs variables and on (2) incidence of patients meeting criteria for potentially important changes from baseline on
various vital signs variables revealed no important differences between fluvoxamine maleate and placebo.
Laboratory Changes: Comparisons of fluvoxamine maleate and placebo groups in separate pools of short-term OCD and depression trials on (1) median
change from baseline on various serum chemistry, hematology, and urinafysis voriobles and on (2) incidence of patients meeting criteria for potentially
important changes from baseline on various serum chemistry, hematology, and urinalysis variables revealed no important differences between fluvoxamine
maleate and placebo.
ECG Changes: Comparisons of fluvoxamine maleate and placebo groups in separate pools of short-term OCD and depression trials on (1) mean change
from baseline on various ECG variables and on (2) incidence of patients meeting criteria for potentially important changes from baseline on various ECG
variables revealed no important diffeiences between fluvoxamine maleate and placebo.
Other Events Observed During the Premarketing Evaluation of LUVOX® Tablets: During premorketing clinical trials conducted in North
America ond Europe, multiple doses of fluvoxamine maleote were administered foi a combined total of 2737 patient exposures in patients suffering OCD
or Major Depressive Disorder. Untoward events associated with this exposure were recorded by clinical investigators using descriptive terminology of their
own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals experiencing adverse events without first
grouping similar types af untoward events into a limited (i.e., reduced) number of standard event categories. In the tabulations which follow, o standard
COSTART-based Dictionary terminology has been used to classify reported adverse events. If the COSTART term for an event was so general as to be
uninformative, it was replaced with a more informative term. The frequencies presented, therefore, represent the proportion of the 2737 patient exposures
to multiple doses of fluvoxamine maleate who experienced an event of the type cited on at least one occasion while receiving fluvoxamine maleate. All
reported events are included in the list below, with the following exceptions: 1) those events already listed in Table 1, which tabulates incidence rates of
common adverse experiences in placebo-controlled OCD and depression clinical trials, are excluded; 2) those events for which a drug cause was considered
remote (i.e., neoplasia, gastrointestinal carcinoma, herpes simplex, herpes zoster, application site reaction, and unintended pregnancy) ate omitted; ond 3)
events which were reported in only one patient and judged to not be potentially serious are not included. It is important to emphasize that, although the
events reported did occur during treatment with fluvoxomine maleate, a causal relationship to fluvoxamine maleate has not been established. Events are
further classified within body system categories and enumerated in order of decreasing frequency using the following definitions: frequent adverse events
ore defined as those occurring on one or more occasions in at leost 1/100 patients; infrequent adverse events are fhose occurring between 1/100 and
1/1000 patients; and rare adverse events are those occurring in less than 1/1000 patients. Body as a Whole: freguenf.- accidental injury, malaise;
Infrequent: allergic reaction, neck poin, neck rigidity, overdose, photosensitivity reaction, suicide attempt; fore; cyst, pelvic poin, sudden death.
Cardiovascular System: Frequent: hypertension, hypotension, syncope, tachycardia; infrequent: angina pectorrs, bradycafdio, cordiomyopathy,
cardiovascular disease, cold extremities, conduction delay, heart failure, myocordiol infarction, pallor, pulse irregular, ST segment chonges; (fore: AV block,
cerebrovascular accident, coronory artery disease, embolus, pericarditis, phlebitis, pulmonary inforction, supraventrkular extrasystoles. Digestive System:
Frequent: elevated liver transominases; Infrequent: colitis, eructation, esophogitis, gastritis, gastroenteritis, gastrointestinal hemorrhage, gastrointestinal
ulcer, gingivitis, glossitis, hemorrhoids, melene, rectal hemorrhage, stomatitis; Hare: biliary poin, cholecystitis, cholelithiasis, fecal incontinence,
hemntemesis, intestinal obstruction, jaundice. Endocrine System: Infrequent: hypothyroidism; Sore: goiter. Hemk and Lymphatic Systems:
Infrequent, anemia, ecchymosis, leukocytosis, lymphodenopathy, thrombocytopenio; Rare: leukopenia, purpuro. Metabohx and Nutritional Systems:
Frequent: edema, weight gain, weight loss; Infrequent: dehydration, hypercholesterolemia; Rare: diabetes mellitus, hypeiglycemia, hyperfipidemio,
hypoglycemio, hypokalemia, lactate dehydrogenase increased. Musattoskeletal System: Infrequent: arthralgio, arthritis, bursitis, generalized muscle
spasm, myasthenia, tendinous contracture, tenosynovitis; Me: arthrosis, myopathy, pathological fracture. Nervous System: Frequent: amnesia, apathy,
hyperkinesia, hypokinesia, manic reaction, myoclonus, psychotic reaction; Infrequent, agoraphobia, akathisia, atoxia, CNS depression, convulsion, delirium,
delusion, depersanalization, drug dependence, dyskinesio, dystonio, emotional lability, euphoria, extrapyromidol syndrome, gait unsteady, hallucinations,
hemiplegia, hostility, hypersomnia, hypochondriacs, hypotonia, hysteria, incoodination, increased salivation, increased libido, neuralgia, paralysis, paranoid
reaction, phobia, psychosis, sleep disorder, stupor, twitching, vertigo; Rare: akinesia, coma, fibrillations, mutism, obsessions, reflexes decreased, slurred
speech, tardive dyskinesio, torticollis, trismus, withdrawal syndrome. Respiratory System: Frequent: cough increased, sinusitis; Infrequent: asthma,
bronchitis, epistaxis, hoarseness, hyperventilation; Sore: apnea, congestion of upper airway, hemoptysis, hiccups, laryngismus, obstructive pulmonary
disease, pneumonia. Skin: Infrequent ocne, alopecia, dry skin, eczema, exfoliative dermatitis, furunculosts, seborrhea, skin discoloration, urticaria. Special
Senses: Infrequent accommodation abnormal, conjunctivitis, deafness, diplopia, dry eyes, ear pain, eye pain, mydriosis, otilis media, parosmia,
photophobia, taste loss, visual field defect; Rare: corned ulcer, retinol detachment. Urogenital System: Infrequent anuria, breast pain, cystitis, delayed
menstruation1, dysuria, female lactation1, hematuria, menopause1, menorrhagio1, metrorrhagio1, nocturio, polyuria, premenstrual syndrome1, urinary
incontinence, urinary tract infection, urinary urgency, urination impoired, vaginal hemorrhage1, vaginitis'; fare: kidney calculus, hemafospermia', oliguria.
'Based on the number of females. 'Based on the number of males.

Non-US Postmariteting Reports: Voluntary reports of adverse events in patients taking LUVOX* Toblets that have been received since market
introduction and are of unknown causal relationship to LUVOX" Toblets use include: toxic epidermal necrolysis, Stevens-Johnson syndrome, Henoch-
Schoenlein purpuro, bullous eruption, priapism, ogranulocytosis, neuropathy, oplostic anemia, onophyladic reaction, hyponatremia, acute renal failure,
hepatitis, and severe okinesia with fever when fluvoxamine was ccmdministered with antipsychoric medication.

OVERDOSAGE
Refer to package insert (15E Rev 5/99) for overoosage information.
DOSAGE AND ADMINISTRATION
Refer to package insert (15E Rev 5/99) for dosage and administration information.
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"My doctor diagnosed
obsessions and compulsions
and prescribed LUVOX® Tablets: ''%

IMPROVES OBSESSIVE-COMPULSIVE SYMPTOMS
IN ADULTS, CHILDREN, AND ADOLESCENTS23

LOW INCIDENCE OF SEXUAL DYSFUNCTION IN ADULTS4

LUVOX® Tablets vs placebo: decreased libido 2% vs 1 %; delayed ejaculation 8% vs 1 %; impotence 2% KS 1 %

LOW INCIDENCE OF AGITATION IN ADULTS4

2% KS 1 % for placebo

In adults, the most commonly observed adverse events compared to placebo were somnolence 22% vs 8%;
insomnia 21 % KS 10%; nervousness 12% vs 5%; nausea 40% vs 14%; asthenia 14% vs 6%4

In children and adolescents, the most commonly observed adverse events compared to placebo were: agitation 12% vs 3%;
hyperkinesia 12% ys3%; depression 5% vs 0%; dysmenorrhea 7% vs3%; flatulence 5% vs 0%; rash 7% vs 3%4

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.4

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.4
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1996:11:21-29.3. Data on file, Study in Children and Adolescents
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