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

Letters of permission to reproduce previously published
materlal: All material reproduced from previously published copy-
righted material must be accompanied by a letter of permission from
the copyright holder. All such material should include a full credit
line (eg, in the figure or table legend) acknowledging the original
source. Any citation of unpublished material or personal communi-
cation should also be accompanied by a letter of permission for
anyone who is not an author of the paper.

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

Manuscript 'P.reparatlon

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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GuibE T0o DSM-I1V 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 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 F02.8
Dementia NOS 294.8 FO3
Amnestic Disorder NOS 294.8 R41.3
Schizophrenia 295 F20
Schizophrenia-—Disorganized Type 295.10 F20.1
Schizophrenia—Catatonic Type 295.20 F20.2
Schizophrenia—Paranoid Type 295.30 F20.0
Schizophrenia—Residual Type 295.60 F20.5
Schizoaffective Disorder 295.70 F25
Schizophrenia—Undifferentiated Type 295.90 F20.3
Major Depressive Disorder 296 F32
Bipolar | Disorder 296 F30
Bipolar Disorder NOS 296.80 F39
Bipolar |l 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 ldentity 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 g 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 FiB.2
Alcohot 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 k51,0
Primary Hypersomnia 307.44 51,1
Sieepwalking Disorder 307.46 F51.3
Dyssomnia NOS 307.47 F51.9
Nightmare Disorder 307.47 F51.6
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
mpulse-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 F90
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
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Name: S FAX: 212.674.2891
Address: ) - MAIL:

CNS SPECTRUMS
- MBL Communications
Emai: 665 Broadway, Suite 805
Specialty: = New York, NY 10012-2302

Your comments are important to us. This easyto-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 3. Please describe your reading pattern for this issue:

your level of interest and/or satisfaction with the editorial O cover to cover

content in this issue. O skim Table of Contents

O select items of interest

Cover Story O skim text
1 2 3 4 5 O did not read
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 [ The Use of Anticonvulsants in the Treatment

W Monotherapeutic Uses for Dopamine Agonists of Neuropathic Pain

[ Management of Social Anxiety Disorder (Social Phobia) [ Overview of Social Anxiety Disorder (Social Phobia):
[J Current Treatments in Alzheimer Disease Recognition and Treatment

(L The Economic and Emotional Impact of Social Anxiety Disorder [ Current Treatment for Restless Legs Syndrome
() Diagnosis and Treatment of Premenstrual Dysphoric Disorder
REFERENCE MATERIALS

[ The Black Book of Psychotropic Dosing and Monitoring 2000
(1999 Guide to Psychotropic Drug Interactions
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®
I-uvox {fluvoxamine maleate) 25 mg TABLETS, 50 mg and 100 mg SCORED TABLETS
Brief Summary (For full Prescribing Information and Patient Information, refer to package insert.)

INDICATIONS AND USAGE
LUVOX™ Tablefs are indicoted for the treatment of obsessions and compulsions in adults and children and edolescents (oges 8-17) with Obsessive Compulsive
Disorder {OCD), os defined in the DSAHIIR.

CONTRAINDICATIONS
Cosdministration of terfenadine, ostemizole, cisopride, or pimozide with LUVOX® Tablets is contraindicoted (see WARNINGS and PRECAUTIONS).
LUVOX™ Tablets are contraindicated in pafients with o history of hypersensitvity to fluvoxoming maleate.

WARNINGS
In patients receiving anothor serotonin reuptake inhibitor drug in combination with oxidase inhibi (MAOI),
thm have Imn reports of serious, sometimes fatal, reactions. Some cases p d with features bl
Therefors, Jt is ded thot LUVOX® Tablets not be used in combination with o MAOY, or within
14 &ys of éluulhuing treatment with a MAOL Affer stopping LUVOX® Tablets, at least 2 weeks should be allowed before
a MAOL

stortng a
Terfenadine, astemizole, ci pimozide are all metabolized by the cytochrome P4501HA4 isozyme. Increased plasma
concentrations of terfencdine, astemizole, cisapride, and pimozide cause QT prolongation and have been assodiated with
torsades de pointes-type ventriculor M:Ilymrdm, sometimes fatal. Although it has not Imn dcfmmvdy demonstrated that
fluvoxamine is o potent IlIA4 mhi:lm, it is likely to be. Consequently, it is d that f not be used in

bination with either terf izole, cisapride, and plmnzlde
Other Potentially I Drug | (Also see PRECAUTIONS - Drug Interactions) Be
by hepanc oxldnnon (e g, ulnmzolum m1duzo|um muzalnm efc) should be used with caution becouse the clearonce of these drugs is fikely 1o be reduced
by fi Yhe (lemunw of b d by glucuronidofion (.g., lorozepam, oxazepom, temazepam) is unlikely to be offected by
When fi ine maleate {100 mg qd) ond olprozolom (1 mg qid) were coadministered to steady state, plasma
concentrations ond ofher pharmocokinesic parometers (AUC, Ca, To) of olprozolam were approximotely twice tase observed when olprozolom wos
odministered alone; oral tleumnze wos reduced by obout 50%. The elevated plasma olprazolom concenfrofions resulted in decreased psychomotor
performance and memory. This interaction, which has not been investigoted using higher doses of flovoxamine, may be more pronounced if o 300 mg daily
dose is co-odministered, particlady since flovoxomin extibits nondinear pharmacokinetics over the dosage range 100-300 mg. If elprazolom is co-
admiistered with LLVOX® Toblets, the initol olprozolom dosage should be at least halved and fitation to the lowest effective dose s recommended. No
dosoge odjustment s required for LUVOX® Tablets. Diazepam: The co-administrafion of LUVOX® Toblets and diazepam is generally not advisable. Becouse
Hlovoxomine reduces the cleoronce o both diazepam ond fs active mefobolite, Ndesmemyldmzepnm there is a strong ikelihood of substontial accumulation
of both species during chranic co-odministrofion. Evidence the conclusion thot it is inadvisable to co-odminister fluvoxomine and diazepam is
derived from o study in which healhy volunteers taking 150 mg,/day of fluvoxomine were odministered a single oral dose of 10 mg of diozepa. In these
subjects (N=B), the dearance of diazepam wos reduced by 65% and that of N-desmethyldiazepom ta a level thet was too low to measure over the course
of the 2 week fong study. it is ikely that this experience significantly underestimates the degree of accumulation that might occur with repeated diazepom
administrofion. Moreover, as noted with alprazolam, the effect of fluvoxomine moy even be more pronounced when it is administered at higher doses.
Accordingly, diozepam and flovoxamine should not ordinariy be co-administered. Theophylline: The effect of steady-state flovoxomine (50 mg bid) on
the pharmacokinetics of a single dose of theophyline (375 mg s 442 mg ominophylline) wos evaluoted in 12 healthy nonsmoking, male volunteers. The
clearonce of theophyline was de(reused approximately three-fold. Therefore, if theophyline is co-administered with fluvoxamine moleate, its dose should
be reduced o ane third of the usuol daiy maintenance dose and plasmo concentrtions of theaphyline should be moniored. No dosage odjustment is
requied for LUVOX® Toblets. Warfarin: When fluvaxomine moleate (50 mg fid) was odministered concomitontly with worfarin for two weeks, worarin
plasma concenfrations increased by 98% and prothrombin fimes were prolonged. Thus patients receiving orol anficoogulants ond LUVOX® Tablets should
have their prothrombin fime monitored and their anficoagulant dose adjusted occordingly. No dosoge adjustment s required for LUVOX™ Tablets.

PRECAUTIONS
General
Activation of Mania,/Hypomania: During premarketing studies involving primarily depressed patients, hypomanio or mania occurred n cpproximately
1% of pofients freated with flovoxamine. Activation of mania/hypomania has alsa been reparted in o small proportion of pafients with major offective
disorder who were treated with ather marketed antidepressants. As wih ol anfidepressants, LUVOX® Tablefs should be used coutiously in patients with o
history of manic. Seizeres: Duing premarketing studies, seizures were reporfed in 0.2% of fluvoxamine-veated patients. LUVOX® Tablets should be used
coutiously in patients with o history ur sizures. It shouid be discontiued in ony pofient who develops seizures. Svicide: The possbity of o suicide attempt
is inherent in patients with depressive sy mrmms whether these occur in primary depression or in associofion with anather primary disorder such as 0CO,
Close supervison of high isk potients should occompany iniil drug theropy. Prescription for LUVOX® Toblets should be witten for the smallest quontity of
tablets consistent with good patient monagement in oider fo reduce the risk of overdase. Use in Pationts with Concomitant Hiness: Closely
monitored clinical experience with LUVOX® Toblets in patients with concomitant systemic iliness is limited. Caufion is odvised in administering LUVOX® Tablets
to potients with diseases or condifions thot could affect hemodynamic responses or metubalism. LUVOX® Tablets have not been evaluoted or used to any
oppreciable extent in patients with o recent history of myacnrcr ol infurction or unstable heart disease. Pafients with these diognoses were systemotically
excloded from many clinico st during the product’s premarketing esfing. Evaluofion of the electrocardiogroms for potients with depression or OCD who
participated in premarketing studies revealed no differences between fluvoxoming and placebo in the emergence of clinically importont ECG changes. In
paients with liver ion, fiuvoxamine clearance wos decreased by approximately 30%. LUVOX® Tablets should be sloly fitrated in patients with liver
dysfunction during the inifition of freatment.
Information for Patients: Physicions ore odvised to discuss the following issues with patients for whom they prescribe LUVOX® Tablets: /mterference
with Cognitive o Motor Performance: Since any psychonctive drug mey impair judgement, thinking, or motor skils, pofiens should be cautioned
about operoting hazordous machinery, induding automobiles, until they are certain that LUVOX® Tablets theropy does not udversely offect their abilty to
engage in such activities. Pregmancy: Potients should be advised to nofify their physicians if they become pregnont or infend fo become pregnant during
therapy with LUVOX® Toblets. Nursing: Potients receiving LUVOX® Tablets should be odvised to notify their physicians if they ore breast feedmg an infant.
(See PRECAUTIONS - Nursing Mothers.) Concomitant Medication: Potients should be odvised to nofify their physicions if they ore toking, or plon fo
toke, any prestription or overthe-counter drugs, since there is a potentiol for clinically imporant interactions with LUVOX Toblets. Alcohol: As with other
psychotropic medications, pafients should be odvised fo avaid clcohol while taking LUVOX® Toblets. ic Reactions: Pafients should be odvised to
nofify their physicians if they develop  rash, hives, or o reloted allergic phenomenan during therapy with LUVOX® Tablefs.
Laboratory Tests: There are no spedfic loborotory fests recommended.

Drug Interactions: There hove been rore postmerkefing repors describing pafients with weakness, hypeneﬂexla ond incoordination foflowing the use
of o selective serotonin reuptake inhibitor (SSRI) and If jtont reatment with ipton and SSRI (e.g., fluoxetine, flovoxamine,
proefin, semolme) is clmlcully wnnunred uppronnme observation of the patient is cdvised. Potential mmmim with drugs that inhibit or
are rymes: Bosed on o finding of substontial interactions of fluvoxamine with certain drugs and limited
in vifro dafo for the IIIM mzyme it uppems Ihul fluvoxomine inhibifs isozymes that are known fo be involved in the metobolism of drugs such os warforin,
theophylline ond propranalol. A clinically significont fluvoxomine interaction is possible with drugs having o narrow therapeutic ratio such os terfenadine,
ostemizole, cisopride, or pimozide, warfarin, theophylline, certoin benzodiazepines ond phenyfoin. If LUVOX® Tablefs are fo he administered together with
o drug that is eliminated vio oxidative metabolism and has o narrow therapeutic window, plasm levels ond/or pharmacodynomic effects of the otter drug
should be monitored closely, at least untit steady-state conifions are reached. Please see complete prescribing information for recommendations regarding
(NS drugs such as monocmine oxidosa inkibitors, olprozolam, diozepam, lorazepom, fithium, ryptophan, clozapine, cleohol, fricyclic antid

TS T ok

ot b

dif in safety were observed between h d younger patients. Other reported clinico! [
the elderly ond younger pafients. However, fuvoxaine hos been osocited with seveml cases of [IInI(lJ"‘{ signifiant hyponatremio in eldeﬁy pafients {see
PRECAUTIONS, Generc). Furthermore, the clearance of flovoxoming is deceased by abaut 50% in eldedy compored to younger patients , and reater sensiivy of
some older inviduels o connot be uld out, Consequently, LUVOX* Tobles should be slowly firoted during iniioion of therapy.

ADVERSE REACTIONS
iated with Disconfinuation of T 0f the 1087 0CD and depressed pafients teated with fluvoxamine moleote in controlled clinicel
tiiaks conducted in North America, 22% discontinued treotment due fo an adverse event.

i i led Trials - Observed Adverse Events in Controlled Clinical Trials: LUVOX" Toblets have been studied
in controlled trials of OCD (N=320) ond depression (N=1350). In genercl, adverse event rates were similor in the two dato sefs os wel as in the pediatric
0CD study. The most commonly abserved adverse events associated with the use of LUVOX™ Toblets and fikely to be drug-related (incidence of 5% or greater
and at leost twice that for placebo) derived from Toble 1 were: somnolence, insomnio, nervousness, remor, nausea, dyspepsia, anorexia, vomiting,
abnormal ejaculotion, asthenia, and sweafing. In o pool of two studies involving only patients with 0CD, the following addifional events were identified
using the obove rule: dry mouth, decreased fiido, urinary frequency, anorgasmia, rhinitis ond foste perversion. In o study of pediofric patients with 0D,
the following odditionol events were identified using the abave rule: agitafion, depression, dysmenorthea, flatulence, hyperkinesia, and rosh.

Adverse Events Octurring at an Incidence of 1%: Toble | enumerates adverse events that occurred of a frequency of 1% or more, and were
mare frequent than in the plocebo group, omong patients treated with LUVOX* Tobles in two shortterm placebo controlled OCD trals (10 week) and
depression triols (6 week) in which patients were dosed in o range of generally 100 to 300 mg/doy. This fable shows the percentoge of pafients in eoch
group who hod ot least one occurrence of an event at some fime during their reatment. Reported adverse events were classified using o standord COSTART-
based Dictionary terminology. The prestriber should be aware that thes figures connot be used to predict the incidence of side effects in the course of usual
medical proctice where pofient charccteristics and other factors may differ from those that prevailed in the clinical ticks. Similorly, the dted frequencies
cannot be compared with figures obtained from other clinicol investigations involving different treatments, uses, ond invesfigators. The cited figures, however,
do provide the prescribing physicion with some basis for estimating the relative contibution of drug and non-dhug factors fo the side-effect incidence rote in
the populotion studied.
Table 1: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN ADULT OCD AND DEPRESSION
NS COMBINED" (fuvoxomine (N=892] vs. plocebo {N=778] by potienfs—percentoge): BODY AS WHOLE: Headoche (22 vs. 20);
Asthenio (14 vs. 6); Flu Syndrome (3 vs. 2); Chills (2 vs. 1). CARDIOVASCULAR: Palpitafions (3 vs. 2). DIGESTIVE SYSTEM: Nousea (40 vs. 14);
Diorthea (11 vs. 7); Consfipation (10 vs. 8); Dyspepsia (10 vs. 5); Anorexia (6 vs. 2); Vomifing (5 vs. 2); Flatulence (4 vs. 3); Tooth Disorder’ (3 vs. 1);
Dysphagic (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); Vosodilatorion” (3 vs. 1) Hypertonia (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: Tuste Perversion (3 vs. 1); Amblyopio' (3 vs. 2), UROGENITAL: Abnormol Ejoculation** (8 vs. 1); Urinary Frequency (3
¥s. 2); Impotence! (2 vs. 1); Anorgasmia (2 vs. 0); Urinary Retention (1 vs. 0).
Events for which fluoxamine maleate incidence was equal fo or less than placebo are not listed in the table above, but include the following: abdominol
pain, abnormal dreams, appetite increase, back pain, chest pain, confusion, dysmenorthea, feve, infection, leg cramps, migraine, myalgia, pain, pavesthesio,
pharyngitis, postural hypotension, pruritus, rash, thinifs thirst ond finnitus. ‘Includes “foothache,” “toath extroction and abscess,” and *cories.” *Mostly
feeling worm, hot, or flushed. *Hostly “blurred vision.” *Mostly “deloyed ejoculafion.” “Incidence bosed an number of male pafients.
Adverse Events in OCD Placebo Controlled Studies Which are Markedly Different (defined as at loust a two-fold difference)
in Rate from the Pooled Event Rates in OCD and Depression Placebo Controlled Studies: The events in 0CD studies with o twofold
decrease in rate compared to event rotes in OCD and depression studies were dysphagio and omblyopia (mosHy blured vision). Additionally, there was on
approximate 25% decrease in nausea. The events in 0CD studies with o twafold increase in rate compared to event rates in 0CD and depression studies
were: osthenio, abnormal ejoculation (mostly delayed ejoculation), anxiety, infection, rhinifs, anorgasmia (in moles), depression, fibido decreased,
pharyngﬁ Oa(g';m'gr impotence, myoclonus/Mwitch, thist, weight loss, lag cromps, myolgio ond uninary refenfion. These events are lsted in order of decreasing
ntesin 3
Other Adverse Events in OCD Pediatric In Pedictic patients (N=57) treated with LUYOX" Tablets, the overoll profile of adverse events is
similor fo thot seen in odulf sties. Other reactons which have been reported in two or more pediatic pafients, ond were mare frequent than in the placebo group
grouev w;re: abnomol thinking, cough increse, dysmenorrhe, ecchymosis, emofional labilty, epistuxis, hyperkinesio, infection, manic reacton, rash, sinusits, and
weight decrease.
Vital Sign Changes: Comparisons of flsvosamine maleate ond placeba groups in separate pools of shortterm OCD ond depression frials on (1) medion
change from baseline on verious il signs variables and on (2) incidence of pafients meeting crterio for potenticlly important changes from baseline on
various vital signs variobles revealed no important differences benween flovoxamine maleate and plocebo.
Laboratory Changes: Comparisans of flovoxamine moleate ond placebo groups in separate pools of shortferm 0CD and depression fricls on (1) medion
change from boseline on various serum chemistry, hemotology, and urinolysis variables and on (2) incidence of patients meefing criteria for potenfiolly
important dwngesbfrmn baseline on vorious serum chemistry, hematology, ond urinclysis variables revealed no important differences between flvoxamine
maleate and plocebo.
ECG Changes: Comparisons of fluvoxomine maleate and placebo groups in separate pools of shartterm OCD ond depression tiials an (1) mean change
from baseline on various ECG variobles and on (2) incidence of patients meeting citeria for potentially importont changes from baseline an various E(G
variables revecled no important differences between fluvoxamine meleate and placebo.
Other Events Observed During the Premarketing Evaluation of LUVOX® Tablets: During premorketing clinical frials conducted in North
America and Europe, mulfiple doses of flovoxomine moleate were odministered for o combined total of 2737 pofient exposures in pafients suffering 0(D
or Mojor Depressive Disorder. Untoward events associated with this exposure were recorded by clinical invesfigators using descriptive terminology of their
own chosing. Consequently, it is nat possible fo provide o meaningful esfimate of the proportion of individuals experiening odverse events without first
grouping similar types of untoward events into o imited (i.e., reduced) number of standord event categories. In the tobulofions which follow, o stondard
COSTARThased Dictionary terminology has been used fo dlossify reported odverse events. If the COSTART term for an event wos so generol os fo be
uninformative, it wos reploced with a more informative erm. The frequencies presented, therefore, represent the proparfion of the 2737 patient exposures
to mulfple doses of fluvoxamine maleate who experienced on event of the type cited on at least one occasion while receiving fluvoxomine moleate. All
reported events ore included in the list below, with the following exceptions: 1) thase events okeady listed in Toble 1, which abulates incidence rates of
common adverse experiences in placebo-contolled 0CD and depression clinicat trials, are excluded; 2) thase events for which o drug couse was considered
remote (.e., neoplosia, gostrointestinal carcinoma, herpes simplex, herpes zoster, applicafion site reaction, and unintended pregnancy) are omitted; and 3)
events which were reported in only one pafient ond judged to not be potentially serious ore not included. It is important to emphasize that, althaugh the
events reported did occur during teotment with fluvoxomine moleate, a cousal relationship to fluvoxomine moleste hos not been established. Events are
further dossified within body system categories ond enumerated in order of decreasing frequency using the following definitions: frequent cdverse events
ore defined as those occurring on one o more occasions in of least 1/100 potients; infrequent odverse events are those occuring between 1/100 and
1/1000 potients; ond rore odverse events are those occuriing in less than 1,/1000 potients. Body as @ Whole: frequent: cccidentol injury, maloise;
Infrequent: allergic reaction, neck pain, neck rigidity, overdose, photosensiivty reaction, suicide aftempt; Rave: cyst, pelvic pain, sudden death.
Cardiovascular System: frequent: hypertension, hypotension, syncope, tachycordia; Infiequent: angina pectors, biadycordio, cardiomyopathy,
cardiovascular disease, cold extremitis, conduction deloy, hear! fuilure, myocordiol inforction, pollor, pulse iregular, ST segment changes; Rore: AV block,
cerebrovasculor uccldent coronary orfery disease, embolus, pericardifis, phlebms pulmonory infarction, sunmvonm(ulm exrlnsvstoles Dlgmm Symm
Frequent: elevated liver ransominases; Infrequent: colits, eructation, esophagifs, goshifis,
vkcer, gingivitis, glossitis, hemorhoids, melena, rectol hemorage, stomafifs; Rm biliary pain, chnle(ysmls cholelthiasis, fecal inconfinence,
hematemesis, intestinal obsnumon |uund|ce Endntmu Symm Infrequent: hypothyroidism; Rore: goitr, Hemic ond Lymphatic Systems:
Infrequent: anemia, e(chym05|s ; Rore: leukopenia, purpuro. Metabolic and Nutritional Systems:
Hequenr edemu welghv gnln welghv loss; Infrequsm dehydranon hyper(hal%lavnlemm Rore: diabetes melltus, hyperghycemio, hyperipidemio,
lactate dehy increased. M I System: infrequent: urthralgia, nnhrms, bursifs, generalized muscle

corbamazepine, methadane, and other drugs such as theophyline, propanolol and other bemlockels_warfunn digoxin, dllnuzem Eﬂnts of Smoklng

spas, mynsthenlal_rendmaus comru(ture tenosynovits; Rare: arthrosis, myopathy, pathological fracture. Nervous System: Frequent: omnesio, opathy,

on Fluvoxamine Metabolism: Smokers had o 25% increase in the mefabolism of i compored o
Th«apy (E(T}' There are no clinical studies establishing the benefits or isks of combined use of ECT ond ﬂuvoxumlne maleate.

i s of Fertlty
(udn”um. There is no evidence of corcinogeniy, mufogenicity or impoirment of fertty with flovoxamine maleate. There wos no evidence of
cardnogenicty in rofs freated orally with fluvoxamine maleate for 30 manths or hamsters treated orally with fluvoxamine moleate for 20 (females) or 26
(moles) months. The daily doses in the high dose groups in these studies were increased over the course of the sfudy from  mirimum of 160 mg/kg fo
o moximum of 240 mg/{g in ats, ond from a minimum of 135 mg/kg to o moximum of 240 mg/kg in homsters, The maximum dose of 240 mg/kg
is opproximately 6 fimes the maximum humon daiy dose an o mg/m’ bosis. Mutagenesis: No evidence of mutngenic potentiol wos observed in o mouse
mictonucleus test, on i yitio chromosome aberafion test, or the Ames microbial mufogen test wih or without metobolic actvaion. Impairment of
Fortility: In femlny studies of male and female rats, up o 80 mg/kg/day orally of fluvaxamine maleate (approximately 2 fimes the maximum human
daily dose on 0 mg/m’ basis) had no effect on mating performance, duration of gestafion, or pregnoncy rote.

Toi Effocts: Prognancy Category C: In ferotology studies in rofs and rabbits, daily ool doses of fuvoxamine maleate of up to 80 ond

40 mg/kg, respectively (uﬂpmxlmutelv 2 times the moximum human daily dose on a mg/m basis) caused o fetol mafformations. However, in other

reproduction studies in which preqgnant rots were dosed through weaning there was (1) an increase in pup mortaliy af birth (seen at 80 mg/kg and bove

but not at 20 mg/kg), ond {2 ge(renses in osrnmal pup weights (seen at 160 but not ot 80 mg,/kg) ond survivel (seen at oll dases; lowest dose tested

=5 m#'/kq) {Doses of 5, 20 80, and 1 6 g are approximately 0.1, 0.5, 2, and 4 fimes the maximom human daily dose on a mg/m? basis.)

While the sesulfs of o cross fosrenng study |mn||e That ot least some ofthese resufs ||kefy occurred secondarily to motemal foxicity, the role of o direct drug

effect on the fetuses or pups could ot be ruled out. There are no adeguate ond welk<ontrolled studies in pregnant women. Fluvoxamine moleate should be
during pregnancy only if the potentiol benefit jusfifis the potenial risk to the fetus.

Labor and Doimy'Thueﬂedofﬁwoxummmhhuﬂdeiverymlmwmsmknm.

Norsing Mothers: As for mony other drugs, flwvoxomine is secreted in human breast milk. The decision of whether fo discantinue nursing or o discontinue

the drug should take into account the potential for serious odverse effects from exposure fo fluvoxomine in the nursing infont os well as the potential benefits

of LUVOX® {fluvoxomine maleate) Tablets therapy to the mother.

Pediatric Use: The efficacy of fluvoramine maleate for the reatmernt of Obsessive Compulsive Disorder wos demonstrated in a 10-week multicenter

placebo controlled study with 120 outpotients oges 817. The adverse event profile observed in that study was generally similer to that observed in adult

studies with fluvoxamine (see ADVERSE REACTIONS).

Decreased oppetite and weight loss have been observed in association with the use of fluvoxamine as well os other SSRIs. Consequently, regulor monitoring

ofmhtlmegmhmummndedimnnemoln(hid with on SSRI is to be confinued long term.

Geriatric Use: Approximately 230 potients porfidpofing in contolled premarketing studies with LUVOX® Tablets were 65 years of age or over. No overall

https://doi.org/10.1017/51092852900012888 Published online by Cambridge University Press

ia, manic reaction, myoclonus, psychotic reaction; /nfrequent: agoraphobia, okathisio, ofaxia, CNS depression, convulsion, defirium,
delusion, depetsomilzonan drug dependeme dyskmexm dystonia, emotional lahnlw euphonn exnnpymmdnl syndrome gait unsteady, hallucinations,
hemiplegia, hosfilty, driasis, hypatonio, hysteria, solivation, increased fibido, neurolgia, paralysis, poranoid
reaction, phobia, psychoss, sleep disorder, stupor, twifching, verfigo; Rate:ckinsio, o, ﬁbnlurm mufism, obsessions, reflexes decreased, shured
speech, tardive dyskinesia, torticolls, tismus, withdrowal syndrome. Respiratory Symm Frequent: cough m(reused sinusitis; Infrequent: usrhmu
bronchifis, epistoxis, hoorseness, hypervennlunon Rore: apnea, congestion of upper cirway, hemaptysis, hiccups, loryngismus, obstructive pulmonury
disease, preamonia. Skin: Inrequent:ocne, clopecia, dry skin, eczema, exflifive dermats, furunculosis,seborhe, skin discolorafion, urticaio. Special
Senses: Infrequent: accommadation abnomal, conjunchivifs, deufness diplopic, dry eyes, ear pain, eye poin, mydriosis, ofitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: comeal ulcer, refinol detuchment. Urogenital System: Infrequent: anurio, breast pain, cystits, deluyed
menstruation', dysuio, female In(mnon‘ hematuria, menopouse’, menarrhagm‘ metmuhugla nocturia, polyurio, pramenstrual syndrome’, uinary
urinary tract infection, urinory urgency, usination impaired, voginal h ge', vaginits'; Rore: kidney colculus, hematospermia’, oliquric.

"Based on the number of femoles. “Bosed on the number of moles.

Non-US Pmmorlminf Reports: Voluntary reports of odverse events in patients toking LUVOX™ Toblets that hove been received since market
introduction and are of unknown cousol relofionship to LUVOX® Toblets use include: foxic epidermol necrolysis, Stevens:Johnson syndiome, Henoch-
Schoenlein purpura, bullous eruption, priapism, agranulocytasis, neuropathy, aplostic anemio, onaphylactic reaction, hyponatiemia, acute renal faikure,
hepafifis, and severe okinesio with fever when fluvoxomine was co-administered with ontipsychotic medicafion,

OVERDOSAGE
Refer fo package insert (15E Rev 5/99) for overdosage informaion.

DOSAGE AND ADMINISTRATION
Refer to pockage insert (15E Rev 5/99) for dosoge and administrafion information.
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“My doctor diagnosed %2 $5.”
obsessions and compulsions °’5£3§3@’
and prescribed LUVOX' Tablets.” 7%

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

v LOW INCIDENCE OF SEXUAL DYSFUNCTION IN ADULTS®

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

v LOW INCIDENCE OF AGITATION IN ADULTS*

2% vs 1% for placebo

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

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

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

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

References: 1. Physician Drug & Diagnosis Audit (PDDA) and Source™
Prescription Audit (SPA) August 1998-September 1999. Scott-Levin, a

division of Scott-Levin PMSI Inc. 2. Goodman WK, Kozak MJ, Liebowitz M
et al. Treatment of obsessive-compulsive disorder with fluvoxamine: a multi

centre, double-blind, placebo-controlled trial. /nf Clin Psychopharmacol. ®
1996;11:21-29. 3. Data on file, Study in Chifdren and Adolescents

(Report No. CR200.0116), Solvay Pharmaceuticals. 4. LUVOX® Tablets
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