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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), ¢/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
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

MBL Communications

S

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 thac fill
8-12 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 four multiple-choice questions (two Type A and two Type K)
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.

Directory of Services
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GuibE To DSM-1V AnD ICD-10 CoDES

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 F00.13
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 FO2.8
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
Alcohoi Dependence 303.80 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
Sieepwalking 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 31289 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 FO5.9
MBL Communications @ Directory of Services
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E-mail:
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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 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 (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
o Monotherapeutic Uses for Dopamine Agonists
(L Management of Social Anxiety Disorder (Social Phobia)

| Diagnosis and Treatment of Premenstrual Dysphoric Disorder

| Managing Psychiatric Illness in the Elderly
() Current Treatments in Alzheimer Disease

REFERENCE MATERIALS

[} The Use of Anticonvulsants in the Treatment
of Neuropathic Pain

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

[ Advances in Diagnosis and Treatment of PTSD

[ Current Treatments of ADHD

[ The Black Book of Psychotropic Dosing and Monitoring 2000

(] 1999 Guide to Psychotropic Drug Interactions
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luvox {fluvoxamine mnlenle) 25 mg TABLETS, 50 mg and 100 mg SCORED TABLETS
Brief Summary (For full Prestribi ion and Patient Information, refer to puckoge insert.)

INDICATIONS AND USAGE
LUYOX® Tablets are indicated For the treatment of obsessians and compulsians i adults and chldven and adalescents {ages &17) with Obsessive Compulsive
Disorder (OCD), as defined in the DSMHIFR.

CONTRAINDICATIONS
Codministrofion of terfenadine, astemizole, cisapride, of pimozide with LUVOX® Tables is contraindicated (see WARNINGS and PRECAUTIONS).
LUVOX® Tablets e confraindicated in pafients with a history of hypersensifivity to fluoxuniine meleote.

WARNINGS

In patients receiving amother serofonin revptoke inhibitor drug in combination with mosoamiine oxidase lnhisnurs (MAol),

'bm have Imn upom of umm, sometimes fml, reactions, Some cases d with features

d that LUVOX® Toblets not be used in combination with s MAO, or within

14 ﬁys of immiwlng nmmm wMI o MAOL After stopping LUVOX® Tublets, ot least 2 weeks should be alowed before

storting a MAOL.

Todndim, astemizole, (Isllpﬁ", nd plnmjdo are oll metabolized by the cytochrome P4501IA4 isozyme. Inreused plasma
of dsupride, ond pimozide cause QT prolongation and have been associated with

forsades de pointes-fype ventricwlar fachycardia, sometimes fafal. AMlougll it has not bm deﬁlilivdy dnmonstmled that

fluvoxamine Is o potent A4 Inhbnor, Itis Iihly fo be. Conseq itis d thet fi not be used in
with either dsopride, and plnozldc
Other Potentially mportont Drug Interactions. (Ao see PRECAUTIONS - Drug Interactions) Benzodinzepines: Benzodinzepi bolized

by hepotic oxidation (e.g., alprumlum mldalohrn muzolum el ) shoukl be used with caution becouse the clerance of these diugs s hkely o be reduced
hy ﬂuvoxamme The (Ieumnca of benzodi idation (e.g., lorazepam, oxazepam, temazepam) is unlikely to be offected by

ine moleote (100 mg qd) and clprazolam (1 mg gid) were co-odministered to steady state, plosma
concentofions ond oer phomocokinetic porometers (AUC, Com, T} of dlprozolom were approximately twice those observed when prazolom wos
odministered slone; orol clearonce was reduced by obout 50%. The elevated plasma alprazolam concentrafions resulted in decreused psychomatos
performance and memosy. This inferaction, which hies not been investigated using higher doses of fluvoxomine, may be more pronounced if o 300 mg daily
dose is coadministered, particulory since fiuvoxamine exhitits nordinear phamacokinetics over the dosage range 100-300 my. If dlprozolom is co-
admiistered with LUVOX® Tablets, the inifiol olprazolom dosage should be o feast halved and fitrtion fo the lowest effective dose is recommended. No
dosoge odjustment s required for LUVOX® Tablets. Diazepam: The co-odministotion of LUVOX® Tablets and dinzepom is generolly not advisable. Because
fiuvoxomine reduces the clearance of both diozepam and its octive metobolite, N-desmethyldiazepam, there is o strong likelibood of substonial accumulation
of both species during chronic co-odministrtion. Evidence supporting the condusion that t is nadvisble fo ce-adrminister flovoxcmine ong diazepam is
derived from o study in which healthy volunteers taking 150 mg/doy of fluvoxamine were administered o single oral dose of 10 mq of diazepam. In these
subjects (N=8), the clearance of diazepam was reduced by 65% and that of N-desmethyldiazepam fo a Jevel that wos foo low to measure over he course
of the 2 week long study. It s fikely thot this experience sigaificantly underestimates the degree of eccumulation tha might occur with repeated diazepam
administration. Moreaver, as noted with alprozolom, the effect of fluvoxomine may even be more pronounced when it is odministered at higher doses.
Ac(nrdmgly i ozepom ond flwoxomine should not ordmunly be co-odministered. TheophyHime: The effect of steady-state flovoxamine (50 mg bid) on
the ph

ol

ics of a single dose of (375 mg us 442 mg ominophyline) wes evaluated in 12 healthy nemsmoking, mole volunteers. The
cloarance of theophyline was decreased opproximately three-fold. Therefore, if theophiylline s co-administered with Auvoxamine maleate, its dose should
be reduced to one third of the usual daily maintenance dose ond plasma concentrations of theaphyliing should be monitored. No dosage adjustment is
required for LUVOX® Tablets. Worfarin: When flvoxomine maleate (50 mg fid) was odministered concomitontly with warforin for two weeks, werfarin
plosma concentrations increased by 98% and prothrombin fimes were prolanged. Thus patients receiving oral onficoagulons and LUVOX® Tablets should
have their prothrombin time monitored and their onficoagulant dose adjusted accordingly. No dosage adjustment is required for LUVOX® Tablets.

PRECAUTIONS
General
Adivation of Mania/H, 2 During premarketing studies ivolving primariy depressed patients, pomunm or maria occured in approximately
1% of potients treated with Huvoxamine. Activation of mania/hypomania has olso been reported in a small proportion of patients with major affective
disorder who were eated with ofher morketed onfidepvessants. As with all onfidepressonts, LUVOX® Tablets shoutd be used coufiausly in patients with o
history of manic. Sefzures: During premarkefing stdies, seizures were regorted in 0.2% of flovoxamine-eated patients. LUVOX® Toblts should be used
caufiously in patients with a history or sefzurs, It shoukd be disconfimed in any potient who develops seizures. Swicide: The passbilty of  suidide attempt
is inherent in punems with deprassive symptoms, whether these occur in primary depression or in association with another primary disorder such as 0CD.
Close suparvision of high disk paients accompny infal drug fherupy. Prscripions for LIVOX® Taets should be witten for the smallest quartity of
tablts consistent with good patient management in order to reduce the sk of overdose. Use i Potients with Concomitant tiness: Uascly
monitored clnical experience with LUYOX® Tablets in pofients with concomitont systemmic iliness s limited. Caufion is advised in odministering LUVOX® Tablets
o potients with diseoses or condifions that could af?ed hemodynomic respanses or mefabolism. LUVOX® Tablets have not been evaluated or sed fo any
appreciable extent in pasients with a recent history of myocordial infurction or unstable heart disease. Pofients with these diagnoses were systematically
excluded from mony clinical studies during the products premarketing testing. Evaluation ofthe electrocordiogroms for ptients with depression or 0CO who
partcpoted in premarketing studie revecled no differences between fluvoxomine and placebo in the emergence of clinicaly imporiant £CG chonges. In
patients with liver , fvoxomine cleorance wos decrensed by approximately 30%. LUVOX® Tablets should be slowly fitoted in patients with liver
dysfunction during inigtion of reament.
Information for Patients: Physicions are odvised fo discuss the following issues with patients for whom they prescribe LUVOX® Tablets: Interference
with Cognitive or Motor P o2 Since any psychoactive drug may impair judgement, thinking, or motor skils, patients should be coutioned
about operating hazardous machiery, including outomabills, until they ore certain that LUYOX® Toblets therapy does not adversely affect their ablity to
engage in such activities. 2 Patients should be odvised to noffy their physicions i they become pregnant of intend to become pregnant during
therapy with LUVOX® Toblets. Mursimg: Patients receiving LUVOX® Tablets should be advised to notify their physicians if they are breast foeding an infant.
{See PRECAUTIONS - Nursing Mothers.) Comcomitamt Med¥cation: Patients should be advised to roffy their physicians i they are taking, or plan fo
tuke, any prescription or over-the-counter drugs, since there is o potential for clinically imporiant interoctions with LUVOX Tablets. Alcofiol: As with other
psychotrapic medications, pafients should be odvised to avoid olcohol whie toking LUVOX® Tablets. ANergfc Reactions: Patients should be advised to
notify their physicians if they develop o rash, hives, or a related allergic phenomenon during therapy with LUVOX® Toblets.
Laboratory Tests: There are no specic loboratory tests recommended.
Drug Interactions: Thers have been rore postmorketing reports describing paients with weakness, hyperrefiexia, and incoordination following the use
of a selective serotonin reuptuke infibitor (SSRY) ond ipton. | itant eotment with iptan ond SSRI (e.g., fluoxefine, fluvoxamine,
pmoxxenne semollne) i cllmmlly wmlumsd uppropnure observotion of the pafient is advised. Potential inferactions with drugs that inhibit or
d by () ymes: Based on o finding of substantiol interoctions of Auvaxamine with certuin drugs and limited
in wrm dota for the lIiA4 i rsozyme it awenrs 1‘ﬂm Fuvoxamine inhibits isozymes that are known to be involved in the metobolism of drugs such us worfarin,
theophyline and proprancol. A clinically significant fluoxaming inferacion is possible with drugs having o norrow therapeuic oo such as terfenadine,
astemizole, cisopride, or pimozide, warforin, theophyline, certuin benzodiozepines and phenytoin. If LUVOX® Tablets ore to be administered together wih
0 drug that is eliminuted via oxidative metabolism ond hos o narrow thercpeutic window, plasma levels and /or phomacodynamic effects of the Yotter drug
should be menitored closely, of least until stendy-state conditions are reached. Pease see complete prescribing information for tecommendations regarding
(NS drugs such o5 monoamine oxidose intibitrs, clprazolam, diozepom, lorozepam, liium, tryptophan, dlozopine, lcohol, ticyfic anfidepressonis,
carbomazeping, methodone, and other drugs such as theophylline, proponalol and other hete-blockers, warforin, digoxin, dlhluzem Eﬂeﬂs of Smokiug
on Flovoxamine Metabolism: Smokers had a 25% increase in the metobalism of fl ine compared fo

diferences in sofety were observed between these patients and younges patients Other reported clinical expenierie has nof idenified differences in response between
the ekdedy and younger pafients. However, lvoxamine has besn assocated with several coses of dinicolly signficant hyponatremia in eldedy patients (see
PRECALTIONS, General), Furhermare, the clearance of fwvoxamine is decreased by about 50% in ekderly compored fo younger pafients , and greoter sensifvity of
same okder ndividuals also cannot be ruled out. Consequently, LUVOX™ Teblets shoukd be slowly fitrated during inifation of therapy.

ADV!RSE R!ACI' IONS

wif of I 0f the 1087 OCD and depressed patients eated with flovoxamine moleate in controlled clinical
trials conducted in North America, 22% disconfinued reatment due o an adverse event.
Incidence in Controlled Triols - Commonly Observed Adverse Events in ControRled Clinical Trials: LUVOX® Tablets hove been shdied
in controlled trials of OCD {N=320) and depre&swn (N=1350). In general, odverse event rotes were similor in the two dato sefs os well asin the pediafric
0D shudy. Yhe most commonly observed adverse events ossociated with the use of LUVOX® Toblets and ikely to be drugrelated (incidence of 5% or greotes
and at least twice that for placebe) derived fiom Toble 1 were: somnolence, insomaia, nerveusness, remer, nouseo, dyspegsia, anorexio, vomifing,
abnormal ejaculation, astheni, and sweafing. In a pool of two studies mvulvmg only pafients with OCD the followmg additional events were identified
using the above rule: dry mouth, decreased fbido, rinary frequency, anorgosimin, thinis and fuste perversion. In a study of pediofric patients with 0CD,
the following addifional events were identified using the abave rule: agitation, dspression, dysmenomhea, fatulence, hyperkinesia, ond rash.
Adverse Events Occurring uf an Incidence of 1%: Toble 1 enumerates odverse events that occurred o 4 frequency of 1% or more, and were
mate frequent thon in the plocebo group, omong patients treated with LUVOX® Tablets in two shortterm placebo controlled OCD tials (10 week) ond
depression frils {6 week) in which patients were dosed in a ronge of generally 100 to 300 mg/doy. This table shows the percentoge of pofients in each
group who had of feast one occurrence of on event at some fime during their reotment. Reported adverse events were classified using o standard COSTART-
bosed Dictionary termrinology. The prescriber should be aware thot these figures cannot be used to predict the incidence of side effects in the course of usual
medical practice where patient choractesistics and other foctors may difer from thase that prevailed in the clinical trials. Similarly, the cited fiequencies
canviot be compared with figures obained from other clinicol investigutions invalving different treatments, uses, and invesigators. The cited figures, however,
do provide the prestribing physicion with some basis for estimating the relofive contibution of drug and non-drug factors to the side-effect incidence rafe in
the population studied.
Table 1: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSYEM IN ADULY OCD AND DEPRESSION
POPULATIONS COMBINED" (flovaxamine [N=892] vs. placebo [N=778] by patients—percentoge); BODY AS WHOLE: Headuche (22 v. 20);
Asthenic {14 vs. 6); Flu Syndrome (3 vs. 2); Chills (2. 1). CARDIOVASCULAR: Palpitations (3 vs. 2). DIGESTIVE SYSTEM: Nuuseo (40 vs. 14);
Diarrhea (1] vs. 7); Constipation (10 vs. 8); Dyspepsia {10 vs. 5); Anorexia (6 vs. 2); Yomifing (5 vs. 2); Flatulese (4 vs. 3); Tooth Disonder’ (3 1s. 1);
Dysphogia (2 vs. 1). NERVOUS SYSTEM: Somnolence (22 vs. 8); Insomnio (21 vs. 10); Dry Mouth (14 vs. 10); Nervousness {12 vs. 5); Dizziness {11
vs. 6); Tremor (5 vs. 1); Aniety (5 vs. 3); Vasodilatation” (3 vs. 1) Hypertonia (2 vs. 1) Agitation (2 vs. 1); Decreosed 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); Yown (2 vs. 0). SKIN: Sweating
(7 vs. 3). SPECIAL SENSES: Tuste Perversion (3 vs. 1); Amblyapia‘ (3 vs. 2). UROGENIYAL: Abnormal Ejoculation** (8 vs. 1); Urinary Frequency (3
vs. 2); Impotence* (2 vs. 1); Anorgasmia (2 vs. 0); Urinry Retention (1 vs. 0).
TEvents for which Aovoxamine muleste incidence wos equal fo or less than ploceba ore not lsted in the toble above, but include the following: cbdominal
pain, abnormol dreams, oppefite increase, back pain, chest pain, confusion, dysmenorrhea, fever, infection, leg cromps, migraine, myulgm puin, pnresthesm
thryngms postural hypotension, pruritus, rash, rhlnms Hhirst and i, “Includes “ohache,” “oolh extracion ond abscess,” and *cories.” *Mostly
eeling worm, hot, or flushed. ‘Mosﬂy “blurred vision. SMosliy “delayed ejoculotion.” ‘Incidence "hased on number of mae patients.
Adverse Events in OCD Placebo Controfled Stodies Which are Markedly Different (defined as at least o two-fold ditference)
in Rate from the Pooled Event Rates in OCD and Deprossion Placobo Controlled Studies: The events in OCD studies with o twofold
decrease in rote compared fo event rates in OCD and depression studies were dysphagic ond omblyapic {mostly blurred vision). Addifionally, here was an
approximate 25% decrease in nausea. The events in OCD studies with o twe-fold increase in rate compared to event rotes in OCD and depression studies
were: asthenig, obnormal ejaculation (mostfy defaye(l ejaculation), anxiety, infaction, thinits, anorgasmio (in males), depression, fibide decreased,
phnryng'lﬂ: agf!ul:]olsn impotence, myodbrus,/twitch, fhirst, weight oss, leg comps, myolgia ond winary refention. These events are listed in order of decreasing
ates in the OCD fi
Other Adverse Events in OCD Pediatric P : (n Pediotric patients {N=57) treated with LUVOX® Tablats, the overall profile of odverse evens i
simiar fo thot seen in adult studies. Other reactions wiich hiove been repoeted in two or more pediatric patients, and were move fraquent than in the plocebo group
pw;;zemeabnomlmmkmg,zwghmﬂease dysmenorheq, ecchymosis, emotionol labilty, episturs, hyperkinesio, infection, monic reaction, rash, siusits, ond
it
Vital Sign Changes: Comparisons of fluvoxamine maleate ond placebo gioups in seporate pools of shortterm OCD and depression trals on (1) medion
change from baseline on various vital signs varicbles ond on (2) incidence of potients mesting citerio for potentially imporfunt changes from baseling on
various it signs variables revealed o importont differences between fluvoxamine moleote and placebo.
Laboratory Changes: Comporisons of fluvaxamine malecte and placebo groups in sepasate pools of shortterm OCD and depression mts on (1} medion
change from boseline on vorious serum chemistry, hematology, and urinalysis voriables ond on (2) incidence of pafients meefing triteria for potentiolly
impartant changes from beseline on various serum chemistry, hemotology, and urinalysis voriobles revealed no importunt differences between flwoxaming
maleate ond placebo.
ECG Changes: Comparisons of fluvoxamine maleate and placebo groups in sepaate pools of shortterm OCD ond depression Hials on (1) mean change
from baseline on various £CG variables ond on {2) incidence of potients megting riteria for potentioly importont changes from baseling on vorious £(6
voriobles reveoled no imporiant differences between fluvoxamine maleate and plocebo.
Other Events Observed During the Premarketing Evoluation of LUVOX® Tablets: During premarketing clinicol riols conducted in North
Ameico and Eviops, multiple doses of fluvoxaming moleate were odministered for o combined total of 2737 pafient exposures in patients suffering 0CD
or Major Depressive Disorder. Untoward events associated with fhis exposure were recorded by clinical investigators using descriptive terminology of their
own choosing. Conseguently, it is not passible fo provide o meaningful estimate of the proportion of individuals experiencing adverse events without frst
grouping similas types of unfoward events into a limited (i.¢., seduced) number of standard event categories. In the tobulafions which follow, o standord
COSTARFhased Dictionary terminology hos been used to classify reported adverse events. If the COSTART term for an event was so general as fo be
uninformative, it was replaced with o more informotive ferm. The frequencies presented, therefore, repiesent the propartion of the 2737 patient exposures
to multiple doses of fluvoxariine moleate who experienced an event of the type cited on af least one occasion while receiving flwvoxamine maleate. All
reported events are included in the list below, with the following exceptions: 1) those events already fisted in Table 1, which tobulates incidence rotes of
common adverse experiences in placebo-contolled OCD ond depwession dinical tiaks, wre excluded; 2) thase events for which g drug couse wos considered
remote (.¢., neoplasia, gastrointesfinal carcinoma, herpes simplex, herpes zostes, application site reaction, and unintended pregnancy) ore omitted; and 3)
events which were reported in only one patient and judged to not be potentiall serious are not included. It is importunt to emphesize that, olthough the
events reported did accur during treatment with fluvoxamine maleate, o cousol rekafionship to flovoxamine moleote hos not been estoblished. Events ore
further classified within body system cotegosies and enumerated in order of decreasing frequency using the following definitions: frequent odverse events
are defined as those occurting on one o1 mare occasions in of least 1,/100 pavents; infrequent adverse eveats ore thase accurring between 1/100 and
1/1000 patients; and rare odverse events are those occurring in less than 1/1000 potients. Bady as @ 2 Froquent: accidentol injury, meloise;
Infrequent: allergic reaction, neck pain, neck rigidity, overdose, photosensifvity reaction, suicide cttempt; Rore: cyst, pelvic pain, sudden deoth.
Cardiovascular System: frequent: hypertension, hypotensmn syncape, tachycordia; Infequent: ongino pectors, bradycardia, cordiomyopathy,
cardiovasculas dxseuse cold extremiies, conduction delay, heart faiure, myacardial inforction, polkor, pulss irregular, ST segment changes; Rare: AY block,
cerebyovasculor umdem coranory orfery disease, embolus, pericarditis, phlebitis, pulmonary infurction, supmvemnculur extrusvsmles Dlgmln Symm
Frequent: elevated lier tonsominases; Infrequent: califs, eructotion, esophagifi, gastifs, g
ulcer, gingivitis, glossifis, hemorrhaids, meleng, rectol hemorthage, stomatifs; Rare: btlmrv poin, chalecystiis, cholelithiasis, fecol inconfinence,
hemutemeﬂs intestinol obsiuction, joundice. Endocrine System: infrequent: hpothyidism; Rare: qoiter. Hemtic amd Lymphatic Systems:
Infrequent: anemia, ecchymos’s, Ieukuonusls lymphadenopathy, rombocytapenio; Rave: leukopenia, purpura. Metebolic and Nutritional Systems:
Frequenr edemu we|ght gain, welght ivss Infrequent: dehydmnun hypercholesterolemia; Rore: dicbetes melitus, hyperplycemio, hyper{ mig,
lemia, lactate d increased. M letal System: infiequent. anhrolgia, nnhrms buris, generlized musde
spﬂsm myusthenm tendinous confracure, tenasynavits Ror: orthvosis, myopathy, pmholognml fracture. Nervous System: Frequent: amnesia, apathy,

"mapy {ECT) There are no clnicol studies estoblishing the benefits or tisks of combined use of ECT and ﬂuvnxumlne malete.

s, Impai of Fertility

(wdnopmsls. Thme is no evidence of carcinogenicity, mutagenicity or impairment of fertility with fluvaxomine moleate. There wos o evidence of
corcinogenicly in yos eated orolly with fiuvoxamine maleste for 30 months or homsters rested orofly with uvoxamine moleate for 20 (females) o7 26
{males) months. The daff doses in the high dose groups in these studies were increased over the course of the study from o minimum of 160 mg/kg fo
a moximem of 240 mg/kg in rts, ond fom a minimum of 135 mg/kq Yo a maximum of 240 mg/kq in hamsters. The meximum dose of 240 mg/kg
is approximately 6 fmes the maximum human daily dose on o mg/m" basis. Mutagemesks: No evidence of mutagenic potentiol wos observed in o movse
micronucleus test, an in vilro chromosome obeation test, or the Ames microbial mutagen fest with or without metabolic octivation. Impairment of
Fortflity: In Iemlw studies of male ond female rats, up to 80 mg/kg/doy orally of fluvoxamine moleate {approximately 2 fimes the maximum human
dmly dnse on a mg/m* basis) had no effect on mafing perfomance, duration of gestation, or pregnancy rafe.

Eﬂms. Prognancy Category C: In teraology shuies in rts and rabbits, daily orol doses of fuvoxamine maleate of up to 80 and
7! tespectively (approximately 2 fimes the moximum human daily dose on o mg/m’ basis) coused no fetal malformations. However, in other
rept uction studies in whlcﬂ pregnant rats were dased through weaning there was (1) an increase in pup mortolity of birh (seen ot 80 mg/kg ond cbove
but not of 20 mg/kg), ond (2) 3ecreuses in posmatol pup weights (seen ot 160 but not at 80 mg/kg) and survival {seen af all doses; lowest dose fested
mg/kg). (Doses of 5, 20, 80, and 160 mg/kg are approximately 0.1, 0.5, 2, ond 4 times the maximum human daily dose on o mg/m* bosis.)
Whlle e results of o cross%osvenng study implied that at leost some of these resus hkely occurred secondarily fo maternal toxicity, the role of o direct rug
effect on the fetuses or pups could not be ruled out. There ure no adequate and welk-controlled studies in pregnant women, Fluvoxaming moleate should be
wsed during pregnaricy only if the potential benefit justifies the potenticl risk to the fetus.
Labor and Delivery: The effect of fluvaxamine on obor and delivery in bumons is unknown.

Norsing Mothers: As for many other drugs, flwvoxomine is secreted in human breast milk. The decision of whether to discontinue nursing o fo disconfinue
the drug should foke into account the potentiolfor serious adverse effects from exposure to flovoxarmine in the nursing infant os well gs fhe potential benefits
of LVOX® (Fuvoxamine maleate) Toblets therapy to the mother.

Podiatric Use: The ¢fficacy of fluvaxomine moleate for the freotmemt of Obsessive Compulsive Disorder was demonstroted in o 10week mulficenter
plocebo controlled study with 120 outpatients uges &17. The udverse event profile observed in thaf study was generally similar fo thot observed in adult
studies with flovoxamine (see ADVERSE REACTIONS).

Decreosed uxrme nd weight loss have been abserved in assodintion with the use of fiuvoxamine os wel os othes SSRis. Cansequently, regulor monitoring
of weight and qrowih is recommended if reatment of a child with an SSRI is to be confinued long term,

Gerlatric Use: Approximately 230 patients partidpating in controbed premarketing studies with LUVOX® Tablets were 65 years of oge or over. No overal
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manic reaction, ryodonus, psychotic reaction; infrequent: agoraphobia, akathisia, otaxia, CNS depression, comwuision, dalmum
delusion, depersonullznnon dng dependen(e dyskmeslu dystonia, emotional lability, euphoria, exrmpymmldnl syndrome, goit unstendy, hallucinations,
hemiplegia, hostity, b riasis, hypotonia, hysteric, incoordinotion, increased salivation, increosed libido, newolgia, porolysis, porunoid
reaction, phabia, psychoss, sleep disorder, stupor, twitching, vertigo; Rore: ckinesia, coma, fibrillofions, mutism, ohsessmns eflexes decrensed, shred
speach, tordive dyskinesio, torticals, tismus, withdiawal syndrome. Respiratry System: flequenl cough incrensed, sinusits; Anrequent: asthma,
bronchitis, epistoss, hourseness, hyperventilation; Rore: apnea, congestion of pper girway, hemaptysis, hiccups, lurynglsmus obshucive pulmonary
disease, pneumonia. Skin: Infrequent: acne, alopecia, dry skin, eczemc, exfoliative dermatits, furunculosis, seborrhes, skin discolorafion, uricoria. Spocial
Senses: Infrequent: accommodation obnormal, conjunciivifis, deufness diplopia, dry eyes, eor poin, eye pain, mydriosis, ofitis medio, parosmio,
phatophobia, taste loss, visual field defect; Rare: camegl uleer, refinol dem(hmem Umgmhnl Symm. Infrequent; gnuria, breast pain, cyslms delwed
menstrugton’, dysuro, female lactafion’, hematuria, menopause!, hagin', noduria, polyuria, p syndrome', uinary
inence, urinary troct infection, winory urgency, urinafion impaired, vaginl g vugmms Rore: kidney coluls, ohgurm

"Bosed on the number of females. “Based on the number of males.

Non-US Postmerketing Reports: Voluntury reports of adverse events in potients toking LUVOX* Tablets that hove been received since morket
infioducfion ond are of unknown causal relationship o LUVOX® Tublts use include: foxic epidemial necrolsi, Stevens-Johnson syndrome, Henoch
Schoenlein purpura, bullous eruption, pnnplsm ugmnulocytom neuroputhy uplusn( anemm unuphvlucn( reaction, hyponatremia, acute renal failure,
hepatits, and severe akinesia with fever when fi with medication.

OVERDOSAGE

Refer to package inset (15 Rev 5,/99) for averdosoge information.

DOSAGE AND ADMINISTRATION

Refer to pockege insert (15 Rev 5/99) for dosage ond administrafion information.
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“My doctor diagnosed
obsessions and compulsions
and prescribed LUVOX" Tablets.”

N‘ MM'

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!'
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