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AUTHOR GUIDELINES 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: 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 rteports 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), 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
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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 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 TO0 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 F00.03
Dementia of the Alzheimer’s Type, With Late Onset With Depressed Mood
Specify if: With Behavioral Disturbance 290.21 FO0.13
Delirium Due to: Indicate General Medical Condition 293.0 FO5.0
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
Bipoiar | Disorder 296 F30
Bipolar Disorder NOS 296.80 F39
Bipolar || 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 |dentity 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 F12.1
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 F51.1
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 312.33 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 F30
Attention-Deficit/Hyperactivity Disorder NOS 314.9 F90.9
Learning Disorder NOS 315.9 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
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Name: FAX: 212.674.2891
Address: MAIL:

CNS SPECTRUMS

MBL Communications
E-mail: 665 Broadway, Suite 805
Specialty: New York, NY 10012-2302

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.

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

Cover Story
1 2 3 4 5

Departments

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

1 2 3 4 5
5. Any other comments?

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

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

(] 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

[ The Black Book of Psychotropic Dosing and Monitoring 2000

(J 1999 Guide to Psychotropic Drug Interactions
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Luvox {fluvoxomine muleule) 25 mg TABLETS, 50 mg and 100 mg SCORED TABLETS
Brief Summary (For full Prescribi ion and Patient Information, refer to package insert.)

INDICATIONS AND USAGE
LUVOX™ Tablets are indicated for the treatment of absessions and compulsions in odults and children and adolescents {ages 817) with Obsessive Compulsive
Disordes (0CD), as defined in the DSMAIIR.

CONTRAINDICATIONS
Coodministration of terfenadine, astemizale, cisopride, or pimozide with LUVOX® Tablets is contraindicated {see WARNINGS and PRECAUITIONS).
LUVOX™ Toblets are conraindicated in patients with a history of hypersensitivity to fluvoxamine maleate.

WARNINGS

In patients receiving another serotonin uuptulle inhibitor drug in combination with monoamine oxidose inhibitors (MAOI),

tbere have Imn reparts of serious, somotimes fatal, reactions. Some coses presented with features resembling nevroleptic
Therefore, it i ded that LUVOX® Tablets not be used in combination with a MAOI, or within

4 d:rys of di iscontinuing freatment with o MAOL After stopping LUVOX® Tablets, at leust 2 weeks should be allowed before

starting o MAOI.

Terfenudine, astemizole, cisapride, and pimozide ore all metabolized by the throme PA5011IA4 isozyme. Increased phsm

concontrations of terfenadine, astemizole, cisapride, and pimozide couse QT p and have been with

torsodes de pointes-type ventriculor Iudlyturiu, somefimes fatal. Altlmgh it has not beon deI‘ mnvely demonstrated llm

fluvoxomine is a patent A4 mlﬁbllor, itis Iikoly to be. Consequently, it is ine not be used in

with either

cisapride, and pimozide.
Other Potentialty Important Drug In'erumons {Nlsa see PRECAUTIONS - Drug Interactions) Benzodiazepis
by hepatic oxidation (e.g., olprozolom, midazolam, tiozolam, etc.) should be used with coution becouse the cegrance of these drugs is ikely to be reduced
by ﬂuvoxnmme The clemunce of benzndmzepmes metabolized by glucuronidation (e.g., lorazepam, oxazepam, temazepam) is unlikely to be offected by
When fl ine moleate (100 mg gd) ond alprazolom (1 mg gid) were co-administered to steady stute, plosmo
concentraions and other pharmacokinetic porameters (AUC, Cam, T.) of alprazolam were approximately twice those abserved when alprazoiom wos
odministered clone; orol clearonce was reduced by chout 50%. The elevated plosma alprazolam concentrotions resulted in decreased psychomotor
erformnn(e ond memary. This inferaction, whl(h hos not been investigated using higher doses of flvoxamine, may be more pronounced if o 300 mg duily
istesed, porticularly since fi exhibits norinear phormacokinefics over the dosage range 100-300 mg. If alprazolam is co-
udmlnlxrered with LUVOX® Tebless, the initial alprozoiom dosage shauld be ot least halved and fitrafion 1o the Jowest effective dose is recommended. No
dosage adjustment is required for LUVOX® Tablets. Diazepam: The co-administration of LUVOX® Toblets and diazepam is generally not advisable. Becouse
fiuvoxamine reduces the ctearance of both diazepam and ifs active mefobolite, N-desmethyldiozepam, there is a strong likelihood of substantial accumulation
of both species during chronic co-odministration. Evidence supporting the condlusion that it is inadvisable to co-administer fluvoxamine ond diazepam is
derived from a study in which healthy volunteers toking 150 mg/duy of fluvoxamine were administered o single oral dose of 10 mg of diozepam. In these
subjects (N=8), the dearonce of diazepom wos reduced by 65% ond that of N-desmethyldiazepam to a level that was toe low to measure over the course
of the 2 week long study. It i ikely that this experience significantly underestimates the degree of accumulafion thot might occur with repeated diozepam
adminiswotion. Moreover, os noted with olprazelom, the effect of fluvoxamine moy even be mote pronounced when it is administered of higher doses.
A((ordungly, diazepom qnd quvnxumme shoukd net ordinarily be co-administered. TheophyMine: The effect of steady-tote fuvoxamine (50 mg bid) on
the kinetics of a single dose of theaphylline (375 mg us 442 mg aminophyline} was evalumed in 12 heulthy norrsmoking, male volunteers. The
clegrance of theaphyline was decreased approximately tree-fold. Therefore, if is ine moleate, ifs dose should
be reduced to one third of the usual daily maintenance dose and plesmo concentrafions of theophyllme shauld be monitored. No dosage adjustment is
required for LUVOX® Toblets. Warfarin: When fluvoxomine malecte (50 mg fid) was administered concomitantly with warfurin for two weeks, warlarin
plasma concentiations increased by 98% ond prothrombin fimes were prolonged. Thus potients receiving oral anticoogulants and LUVOX® Toblers should
have their prothrombin fime monitored and their onticoagulant dose udjusted accordingly. No dosoge adjustment is required for LUVOX® Toblets.

PRECAUTIONS

General
Activation of Mania, iz During keting studies involving primariy depressed putients, hypomania or mania occurred in opproximately
1% of patients trented wnh ﬂuvoxomme Activation of mania/hypomania has also been reported in o small proportion of patients with mojos affective
disordes who were freated with ather markefed onfidepressants. As with all anfidepressants, LUVOX® Toblets should be used caufiously in pafients with o
history of mania. Seizwres: Dusing premarkefing studies, seizures were reported in 0.2% of fuvoxaminefreated patients. LUVOX® Toblets should be sed
coutiously in pafients with o history nF seizutes. It shauld be discontinued in ony patient who develops seizures. Suicide: The possibilty of o suicide attempt
is inherent in patients with depressive symptoms, whether these occur in primory depression or in assaciotion with anather primary disorder such os 0CD.
Close supervision of high risk patients shouﬁi accompony initol drug therapy. Presciptions for tUVOX® Tablets should be written for the smallest quantity of
toblefs consistent with good pafient management in order to reduce the risk of overdose, Use in Patients with Concomitant Hiness: Clossly
monitored clinicat experience with LUVOX® Tablets in patients with concomitont systemic iflness is imited. Caution is odvised in administering LUVOX® Tablets
1 potients with diseases or condifions that could affect hemodynamic responses of metabolism. LUVOX® Tablefs have not been evaluated or used to any
oppreciable extent in patients with a recent history of myocardial inforcfion or unstable: heort disease. Pafients with these diagnoses were systemafically
excluded from many clinical sudies duing the product’s premarkefing testing. Evaluation of the elecrocardiagrams for patients with depression or 00 who
porticipated in premarkefing studies reveated no differences between flwvoxamine and placeba in the emergence of chinicolly important ECG changes. In
patients with liver dysfunction, fluvoxamine clearance was decreased by oppraximately 30%. LIVOX® Tablets should be slowly fitated in patients with liver
dysfunction during the iniiation of treatmest.
Information for Patients: Physicians are odvised to discuss the following issues with patients for whom they prescibe LUVOX® Tablets: Inferference
with Cognitiva or Motor Performance: Since ony psychocctive drug may impair judgement, thinking, or motor skils, patients should be coutioned
about operating hazerdous machinery, including automobiles, until they are certain that LUVOX® Tablets therapy does not adversely offect their abilty to
engoge in such activities. Pregmancy: Patients should be odvised to notify their physicions i they become pregnant or infend to become pregnant during
therapy with LUVOX® Toblets. Nursings Patients receiving LUVOX® Tabless should be advised to notfy their physicians f they ore breast feeding an infant.
(See PRECAUTIONS - Nursing Mothers.) Concomitant Medication: Pufients should be advised to nofify their physicians if they ore toking, or plan fo
foke, ony prescriphion o overthe-countes drugs, since here s o potential for chinicolly important inferactions with LUVOX Toblats. Alcoholk As with other
psychonopic medications, potients should be advised to avoid alcohol while taking LUVOX® Tablets. Affergic Reactions: Potients should be odvised o
iofify their physicians i they develop a rash, hives, or a related allergic phenomencn during therapy with LUVOX® Tablets.
Laboratory Tests: There aie no specifc laborotory tests recommended.
Drwg Interactions: There hove been rare postmorkefing seport descbing patiens with weokness, hypereflexio, and incoordination following the use
of a selective serotonin reuptake inhilitor (SSRI) ond If itant treatment with iptan and SSRI (e.g., flvoxetine, fuvoxamine,
pnroxxehne semolme )is (hm(ully waroned, Spprapriate observotian of the patient is odvised. Pofentiof interactions with drugs that inhibit o
ar d by () P Based on a finding of substontiat interactions of fluvoxamine with certuin drugs and limited
in vitro dato for the 1A i mzyme it appears thot Rovoxamine inhibits isozymes that ore known to be invalved in the mefabolism of drugs such os warforin,
theophyliine ond propranolol. A clinically significant fluvoxamine intesoction is possible with drugs hoving o nasmow theropeutic rafio such as terfenadine,
ostemizole, cisapride, or pimozide, warlorin, theaphylline, certuin benzodiazepines ond phenytoin. If LUIVOX® Toblets are to be administered togesher with
a drug thot is eliminoted via axidofive metobolism ond hos a narrow therapeutic window, plasma levels and /or phormacodynamic effects of the lntter drug
should be menitored closely, ot least unfl steady-state conditions are seached. Mease see complete prescribing informofion for recommendations regarding

Ranndi s ofood

differences i sefety were observed between these patients ond younger pafients. Other reported clinicol experience hs not identified diferences in resporse betwesn
the elderly ond younger pafients. However, flwvoxamine has been ossodated with several <oses of dinically significont hyponatremin in eldedy potients (see
PRECAUTIONS, Generol). Furthemmire, the cleosonce of uvoxomine is decrensed by obout 50% in elderly compared o younges pofients , ond greater sensifily of
some older individuals also connot be ruled out, Consequently, LUVOX® Toblets should be slowly fittated douring inifiafion of therapy.

ADVERSE R!A(TIONS
iated with Discontinuation of Tr Of the 1087 OCD and depressed patients treated with fluvoxamine mateate in controlled clinical
trials conducted in North America, 22% disconfinued freatment due o an adverse svent.
Incidence in Controlled Trials - Commonly Observed Adverse Events in Controlled Clinical Trials: LVOX® Toblefs hove been studied
in controlled triats of OCD (N=320) and depression {N=1350). In general, odverse event rates were similor in the two dota sefs os well os in the pediafric
QCD study. The most commonly observed adverse events ossaciated with the use of LUVOX™ Toblets and likely to be drug+elated (incidence of 5% or greater
and ot least hwics that for placebo) derived from Toble 1 were: somnolence, insomnio, nervousness, hemer, nausea, dyspepsia, anorexis, vomiting,
abrormol ejoculofion, asthenio, ond sweating. In 0 poal of hwo studies involving only pafients with 0CD, the following oddiiona) events were idenffied
using the chove rule: dry mouth, decreased fbido, urinary frequency, anoigasmia, thinifis and faste perversion. In a study of peditic patients with 0CD,
the following addiional events were identified using the obove rule: agitation, depression, dysmenorthea, fiatulence, hyperkinesia, and rash.
Adverse Events Occurring af an Incidence of 1%: Toble 1 enumerates adverse events that occurred of a frequency of 1% or more, ond were
more frequent than in the placeba group, omong potients reated with LUVOX™ Tablets in two shor+temn placebo controlled OCD tials (10 week) and
depression frials {6 week) in which pofients were dosed in a range of generafly 100 to 300 mg/day. This table shows the percentage of patients in each
group who had ot leost one accurrence of an event ot some fime during their freaiment. Reparted adverse events were classified using a standard COSTART-
bosed Dictionary terminology. The prescriber should be oware that these figures cannat be used to predict the incidence of side effects in the course of usual
medical practive where pofient characteristics and other foctors moy differ from those that prevailed in the clinical frials. Similarty, the cited frequencies
connot be compored with figures obtained from other cliicol investigations involving different tieatments, uses, and investigators. The cited figures, however,
do provide the prescribing physician with some basis for esfimating the refafive canfribufion of drug and non-drug factors fo the side-effect incidence rofe in
the population studied.
Table 1: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN ADULT OCD AND DEPRESSION
POPULATIONS COMBINED' (flovoxamine [N=892] vs. plocebo [N=778] by patients—percentuge): BODY AS WHOLE: Headuche (22 vs. 20);
Asthenia {14 vs. 6); Flu Syndrome (3 vs. 2); Chills (2 vs. 1). CARDIOVASCULAR: Palpitations (3 vs. 2). DIGESTIVE SYSTEM: Nouseo (40 vs. 14);
Diarthea (11 vs. 7); Consfipation (10 vs. 8); Dyspepsia (10 vs. 5); Anorexia {6 vs. 2); Vomiting (5 vs. 2); Flutulence (4 vs. 3); Toath Disorder® (3 vs. 1);
Dysphagia (2 vs. 1). NERVOUS SYSTEM: Somnolence (22 vs. 8); Insomnin (21 vs. 10); Dry Mouth (14 vs. 10); Nervousness (12 vs. 5); Dizziness (11
vs. 6); Tremor (5 vs. 1); Anxiety (5 vs. 3); Vosodilatatian® (3 vs. 1) Hypertonia (2 vs. 1) Agitofion (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: Tuste Perversion (3 vs. 1); Amblyopia' (3 vs. 2). UROGENITAL: Abnormol Ejaculation® (8 vs. 1); Urinory Frequeny (3
vs. 2); Impotencet (2 vs. 1); Anorgasmia (2 vs. 0); Urinary Retention (1 vs. 0).
"Events for which fluvoxamine maleate incidence was equol o o less than plocebo are nof listed in the table above, but include the foHlowing: abdommingl
pain, abnoral dsearms, appetite increase, back pain, chest poin, confusion, dysmenorthea, fever, infection, leg cramps, migraine, myolgia, poin, puresthesio,
pharyngitis, pastural hypotension, pruritus, rosh, thinifis, thirst and finmitus. “Includes “foathache,” “tooth extraction and ohscess,” and “caries.” *Mostly
feeling warm, hot, o flushed. ‘Mostly “blued vision.” *Mostly “deloved ejoculation.” “Incidence bosed an numbey of male pafients.
Adverse Events in OCD Placebo Controlled Studies Which are Markedly Different (defined as at least a two-fold difference)
in Rate from the Pooled Event Rutes in OCD and Depression Placebo Controlled Studies: The events in 0CD studies with a tworfold
decrease in rate compared fo event rotes in OCD and depression studies were dysphagia and omblyapia (mastl blurred vision). Additionolly, there was an
approximate 25% decrease in nausea. The events in OCD studies with o two-old increase in rote compared to event rates in 0CD ond depression studies
wete: asthenis, Ghrormal ejacvlotion (mestly delyed ejnculotion), anxiely, infection, thinitis, arargasiia {in males), depression, Ryido decreased,
pharyngitis, agitotion, impotence, myoclonus/Mwilch, hirs, weight loss, leg cramps, myolgia and winary retention. These events are hsted in order of decrecsing
ates in the OCD fials.
Other Adverse Events in OCD Pediatric Population: In Pediatric pafients {N=57) freated with LUVOX® Tablets, the overal profle of odverse events is
similar to that seen in odulf studies. Other reactions which have been reported in two or more pediofic patients, and were more frequent thon in the placebo group
group wese: abnomal thinking, cough incrense, cysmenoirfien, ecchymos’s, emorional fabilly, epistos, Ayperkinesia, infection, manic reaction, rash, siusfs, and
weight decrese.
Vital Sign Changes: Comparisons of flovoxarmine maleate and placebo groups in separate pools of shortterm OCD ond deprassion trials an (1) medion
change from baseline on various vital signs variables ond on (2) incidence of patients meeting criteria for potentially imporiant changes from basefine on
vorious vital signs varicbles reveoled ro important differences between flwvoxamine maleate and plocebo.
Laboratory Changes: Comparisons of flovoxamine moleate and placebo groups in separate pools of shortterm OCD and depession fials on (1) median
change from boseline on various serum chemistry, hematology, and urinalysis voriobles ond on (2) incidence of pofients meefing citeria for potentially
important changes from baseline on various serum chemistry, hemotolagy, and urinalysis variables reveoled no impartunt diferences between wvoxamine
moleate and placebo.
ECG Changes: Comparisons of fluvoxamine maleate and placebo groups in separate pools of shortterm OCD ond depression frials on (1) mean change
from baseline on various ECG varigbles and on (2) incidence of patients meefing criteria for potentially important changes from baseline on various £CG
variables revecled no important difesences between flwvoxamine mafeate ond placebo.
Other Events Observed Doring the Premarketing Evaluation of LUVOX® Tablets: During premorketing cinical trils conducted in North
America ond Furape, mulfiple doses of fluvoxamine moleote were odministered for o combined total of 2737 patient exposures in patients suffering 0CD
or Mojor Depressive Disorder. Untoward events essociated with this exposure were recorded by clinical investigators using desciptive terminology: of their
own choosing. Consequently, it s nof passible 1o provide o meaningful estimote of the proportion of individuals experiencing cdverse events without fisst
grouping similr types of untoward events into a limited (i.e., reduced) number of standard event categories. In the tobulotions which follow, ¢ stondard
COSTARTHased Dictionary terminology has been used to dassify reported odverse events. If the COSTART term for an event was so general os 1o be
uninformative, it was replaced with o more informative term. The frequencies presented, therefore, represent the proporfion of the 2737 pofient exposures
to moltiple dases of fluvoxamine maleate who experienced an event of the type ited on af least one accasion whie receiving flovoxarine moleate. Al
reported events are included in the list below, with the following excepfions: 1) those events alreody listed in Table 1, which tabulates incidence rates of
common adverse experienices in plocebo-controlled OCD and depression dlinicol rials, are excuded; 2) thase events for which o drug couse was considered
temate (i.e., neoplasio, gostrointestinat corcinoma, hempes simplex, hemes zoster, application site reaction, ond unintended pregnoncy} are omitted; ond 3)
events which were reported in only one patient and judged to not be potentially serious are not indluded. [t is importont to emphasize that, although the
events reported did occur during treatment with fluvoxamine mateate,  causal refotionship to fluvaxamine maleate has not been estobfished. Events are
further classified within body system categories and enumerated in ordes of decreasing frequency using the following definitions: frequent adverse events
ore defined as those occurting on one or more accesions in at least 1,100 paients; infrequent adverse events are thase occuring between 1/100 and
1/1000 patients; ond rare adverse events are those bccurting in less than 1,/1000 patients. Body as a Whole: Frequent: accidentol injury, molaise;
Infrequent: lergic reaction, neck pain, neck rigidity, overdose, phatosensitivity reaction, suicide attempt; Rare: cyst, pelic poin, sudden death.
Cardiovascular System: Frequent: hypertension, hypotension, syncope, tachycardia; infrequent: angina pectorss, brodycardio, cordiomyopathy,
cordiovoscular disease, cold extremities, conduction delay, heort failure, myocordiol inforction, pallor, pulse irvegulor, ST segment changes; Rare: AY block,
cerebrovascular occident, coronory artery disease, embolus, pericandits, phlebitis, pulmonary |nfmm0n supravennlculnremnsysroles Dlgmln Symm
Frequent: elevated liver transominses; fnfrequent: colms eructution, esophagits, gostrifis,
uter, gingivis, glossitis, hemonhoids, meleno, rectu) hemowhoge, stomofifi; Rwe: biiory poin, cholerystfis, cholelitiosis, fecol inconfinence,
hematemesis, intestinal obstruction, jaundice. Endocrine Systems Infrequent: hypothyraidism; Rore: goiter. Hemic and Lymphatic Systems:
Infrequent: anemig, etchvmws leukocytosis, lymphodenopathy, rombocytopenia; Rare: leukopenia, purpurc. Metabolic and Nutritional Systems:
Fleqvem edemn welght gain, we»gm loss; Infrequent: dehydmnon hypertholeslemlemlu Rare: diobetes mellitus, hyperglycemia, hyperipiderio,

lactote d increased. Mi

NS drugs such os manoamine oxiduse inhibitors, alprazolam, diazepom, lorazepam, lithium, wyplophun clozapine, olcohol, ricydlic
corbamazepine, methadone, and other drugs such os theophyling, propatclol und ather betablockers, worfarin, digoxin, dl)nazem Ellem of Smlrmg
on Flsvoxamine Metabolism: Smokers had o 25% inreuse in the metobolism of f ine tompared fo

d | System: infrequent: arthralgio, s, b genesolized muscle
spnsm myas)henm tendinous canfracture, tenosynovits; Rare: artheosis, myopathy, pathological racture. Nervaus System: Fequent. amnesia, apathy,

ﬂmqry {ECT) There are ng [|In|(0| studies estoblishing the bensfits or risks of combined use of ECT and ﬁuvoxnmlne maleate.

Impai of Fertility

Cartmgcmsls, There is 10 evidence of Corcinogenicty, mutogenicity or impaitment of fertiity with flovoxamine maleate. There wos no evidence of
carcinogenicity in rats eated orally with flovoxaming moleate for 30 months or hamsters weated orafly with fluvoxamine mafeate for 20 (females) or 26
{males) months. The doiy doses in the high dose roups in these studies were increased over the course of the study from u minimum of 160 mg/kg to
a maximem of 240 mg/kg i rets, und from o minimum of 135 mg/kg to o maximum of 240 mg/kg in homsters. The maximum dose of 240 mg/kg
is approximately 6 times the maximum human daily dose on 6 mg/m’ basis. Mutagenesis: No evidence of mutagenic pofentiol was observed in o mouse
micionucleus test, an in vifto chromesome obetraion test, or the Ames microbic! mutogen test with or without metobolic activofion. Impairment of
Fertility: In ferilty studies of mae ond female rats, up to 80 mg/kg,/doy orafly of fiuvoxamine maleate (pproximately 2 fimes the maximum humon
dmly dose on ¢ mg/m? basis) hed no effect on mating performance, duration of gestufion, or pregnancy rate.

Pregna
Torat i Effects: Prognancy Category C: In Yertology studies in rofs ond rabbits, duly oral doses of flovoxamine moleate of up to 80 and
40 m?% tespeively (approsimately 2 times the moximum human daiy dose on a mg/m’ basis} caused no fetal maformations. However, in other
reproduction studies in which pregnant rats were dosed thiough weaning there wos (1) on increase in pup mortality at binh (seen ot 80 mg/kg ond obove
but not ot 20 mg/kg), ond (2)e§eclecses in posinatal pup weights (seen at 160 but nat ot 80 mg/kg) and survival {seen at oll doses; lowest dose tested
=5 mg/kg). {Doses of 5, 20, 80, and 160 mg/kg are approximately 0.1, 0.5, 2, and 4 times the maximum human daily dose on @ mg/m? basis.)
While #te results of o uoss#osienng study i mpl»sdq that ot least some of these results likely occurred secondanly to matemal toxicity, the role of a direct drug
effect on the fetuses or pups could nat be roled out, There ore no deguote and welkcontrolled sudies in pregnant women. Fluvaxaming maleate should be
used during pregnancy only if the potential benefit jusffies the potential risk to the fetus.

Labor and Dekivery: The effect of flwvoxemine on lobor and delivery in humons is unknown.

Nursing Mothers: As for many other drugs, fluvexomine is sereted in human breost milk. The decision of whether to discanfinue nursing of to disconfinue
the drug Should toke into occount the potential for serious adverse effects fram expasure to fluvoxamine in the nursing infant as well as the potentiol benefits
of LUVOX™ (fuvoxamine moleate) Tablets therapy to the mother.

Pediatric Use: The efficacy of flvvoxamine maleate for the treatment of Obsessive Compulsive Disorder wos demonstrated in  10-week multicenter
plocebo controlled study with 120 outpatients ages 8-17. The odverse event profile observed in that study wos generally similar to that observed in odult
studies with flovoxamine (sae ADVERSE REACTIONS).

Decreased oppefite and weight loss hove been observed in ossociation with the use of fisvoxamine os well as other SSRIs. Consequently, regular menitoring
of weight and growth is recommended if treatment of o child with an SSRU i to be cantinued fong ferm.

Geriatric Use: Approximately 230 patients porfidgating in corrolled remarketing studies with LUVOX® Tablefs were 65 years of oge or oves. No overal
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ia, manic reqction, myoclonys, psychatic reaction; fnfrequent: agorophobia, ckathisia, afuia, CNS depression, convulsion, delirum,
delusion, depersanalizafon, drug dependence, dyskinesio, dystorio, emafianal lability, eupharia, extmpymmdul syndmme gait unsteady, hollucinations,
hemiplegia, hostilty, hypersomia, hypochondriasis, hypotenia, hysterio, incosrdination, incregsed salivafion, increased libido, neuralgia, paralysis, porancid
reaction, phabia, psychosis, sleep disorder, stupor, twitching, vertigo; Rare: okinesia, como, fibillafions, mutism, obsessions, reflexes decreased, slured
speech, tardive. dyskinesia, torticollis, tismus, withdrawal syndrome. Respiratory System: Frequent: cough increosed, sinusits; fnffequent: asthme,
bronchiti, epistaxis, hourseness, hyperventilation; Rore: apnes, congestion of upper cirway, hemoptysis, hiccups, laryngismus, obstrucive pulmonary
disease, pneumonia. Skis: Infrequent: ccne, alopecia, dry skin, eczema, exfoliotive dermatitis, furunculosis, seborthea, skin discolotofion, urtcorio. Special
Senses: Infrequent: accommodation abnormal, conjunctivifs, deafness, diplopia, dry eyes, ear pain, eye pain, mydviosis, ofifis media, parosmic,
photophobia, toste foss, visuol field defect; Rare: comeal ulcer, lennnl detachment. Urogenitl Systm: Infrequent: anuria, breast pain, cysis deloyed
menstuoton’, dysuri, femole factosion', hematuria, menapause', menorthagia', mermrrhugm‘ nocturio, polyuria, premensnuul syndrome', urincry
inence, urinary hact infection, wrinary urgency, urination impoired, voginal | ', vaginitis; Rare: kidney calculus, fy i, oliguria.
"Based on the number of females. Based on the number of males.
Non-US Postmarketing Reports: Voluntary reports of adverse events in patients toking {UVOX™ Tablets that have been received since morket
introduction and are of wnknewn causal relationship to LUVOX® Tablets use include: toxic epidermal necrolysis, Stevens-lohnson syndharme,
Schoentein purpura, bullous eruption, priapism, agranulocytosis, neuropathy, aplosfic anemia, oraphylachic reaction, hyponatremin, acute renal failure,
hepatits, ond severe okinesia with fever when fluvoxamine wos c-administered with anfipsychotic medication.

OVERDOSAGE
Refes to package insert {15E Rev 5/99) for overdosoge information.

DOSAGE AND ADMINISTRATION
Refer o packoge insert (15E Rev 5,/99) for dosoge and administration information.
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“My doctor diagnosed
obsessions and compulsions
and prescribed LUVOX" Tablets.”

v IMPROVES OBSESSIVEACOMPULSIVE 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,
et al. Treatment of obsessive-compulsive disorder with fluvoxamine: a multi-

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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