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Effective first-line SSRI therapy for OCD...

Emerging from
the profound
anxiety of OCD

Low incidence of agitation
® 2% vs 1% for placebo'

Low incidence of sexual dysfunction'

® LUVOX® Tablets vs placebo*: decreased libido 2% s 1%;
delayed ejaculation 8% vs 1%; anorgasmia 2% vs 0%;
impotence 2% vs 1%

Favorable tolerability profile

* Relatively low incidence of anticholinergic side effects in
controlled trials of OCD and depression. LUVOX® Tablets
vs placebo': dizziness 11% vs 6%; constipation 10% s 8%
dry mouth 14% vs 10%

* The most commonly observed adverse events compared to
placebo were somnolence 22% vs 8%; insomnia 21% vs 10%;
nervousness 12% s 5%; nausea 40% vs 14%; asthenia
14% vs 6%'

® . .
® Concomitant use of LUVOX® Tablets and monoamine
oxidase inhibitors is not recommended’

fluvoxamine maleate o

25 mg TABLETS 50 mg & 100 mg SCORED TABLETS Please see brigf summary of prescribing information on adjacent page.

First-line SSRI therapy for obsessions and compulsions

https://doi.org/10.1017/51092852900011007 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900011007

®
lUVOX {fluvoxamine maleate} 25 mg TABLETS, 50 mg and 100 mg SCORED TABLETS
Brief Summary of prescribing information (bosed on 81252 Rev 3/97)

INDICATIONS AND USAGE
LUVOX Tablets are indicated for the treatment of obsessions ond compulsions in patients with Obsessive Compulsive Disorder (0CD), as defined in the
DSM-IIR. Obsessive Compulsive Disarder is characterized by recurrent and persistent ideas, thoughts, impulses or images {obsessions) that are ego-dystonic
and/or repetitive, purpaseful, ond intenfional behaviars (compulsians) that are recognized by the person as excessive or unreasonable.
CONTRAINDICATIONS
Co-odminishation of tefenadine, astermizole, or cisapride with LUVOX Tablets is contiaindicoted (see WARNINGS ond PRECAUTIONS).
LUVOX Tabtets ore contraindicoted in patients with o history of hypersensitivity to fluvoxamine moleate.
WARNINGS
In patients receiving another serotonin reuptake inhibitor drug in combination with ine oxidase inhibitors {(MAOIs),
there have been reports of serious, sometimes fatal, reactions. Therefore, it is recommended that LUVOX® Tablets not be
used in combination with a MAOI, or within 14 days of discontinuing treatment with o MAOL. In addition, after stopping
LUVOX® Tablets, at least 2 weeks should be allowed before starting o MAOL
Terfenodine, astemizole and cisapride ore all metabolized by the cytoch P450l11A4 isoenzyme. | d plasme

ions of terfenodi izole and cisapride cause QT prolongation and have been d with torsades de
points-type ventricular tachycordia, sometimes fatol. Although it has not been definitively demonstrated that fluvoxamine
is o potent A4 inhibitor, it is likely to be. Consequeatly, it is ded that ine not be used in combination
with either terfenadine, astemizole, or cisopride.

B o Drug | &

r P p
(Ao see FRECALTIONS - Drug Interactions) Benzodiazepines: Benzodiazep bolized by hepatic oxidation (e.q., dlprozolom, midazolom,
fiazolam, efc.} should be used with coution because the clearance of these drugs is fikely to be reduced by fluvoxamine. The (?eumnce of benzodiazepines
metabolized by glucuronidation (e.g., lorazepam, oxezepam, temazepam) is unfikely to be offected by fl ine. Alprazolam- When fl i
maleate (100 mg gd) and alprazotom (1 mg gid) were co-cdministered to steady state, plosma concentrations and other pharmacakinetic perameters (AUC,
Caw, T} of alprazolam were approximately fwice those observed when alprazolam was odministered olone; ool clearance was reduced by obout 50%. The
elevated plosma alprazotem concentrations resulted in decreased psychomotor performance and memory. This interaction, which has nat been invesfigated
using higﬂer doses of fluvoxomine, may be more pronounced if o 300 mg daily dose is co-administered, particularly since flovoxamine exhibits noinear
phormacokinetics over the dosage range 100-300 mg. If lprazolam is coadministered with LUVOX Tablets, the inifial clprozolom dosoge should be af least
halved and fiation to the fowest effective dose is tecommended. No dosage adjustment s required for LUVOX Tablefs. Diazepam-= The co-udministration
of LUVOX Tablets and diazepam is generally not acvisable. Because fluvoxamine reduces the clearance of both diazepam and its active metabolite, M-
desmethyldiazepam, there is o strong ikelihood of substantial accumulation of both spacies during chronic co-udministration. Evidence supporting the
conclusion that it is inadvisable to co-cdminister fluvoxemine and diozepam is derived from o study in which healthy volunteers taking 150 mg/day of
fiuvoxamine were administered  single oral dose of 10 mg of diazepom. In these subjects {n=8), the clearance of diazepam was reduced by 65% and
that of N-desmethyldiozepam fo a level that wos oo low 1o measure over the course of the 2 week long study. It is fikely that this experience significantly
underestimates the degree of accumulation that might occur with repeated diozepom administrofion. Mareaver, os noted with alprazolam, the effect of
fluvoxamine may even be more pronounced when it is odministered at higher doses. Accordingly, diazepom and fluvoxamine should not ordinarily be co-
administered. flwfh 2 The effect of steady-state fl (50 mg bid) on the ph kinetics of o single dose of theaphylling (375 mg as
447 my ominophylline) wos evaluated in 12 healthy norrsmoking, male volunteers. The cleorance of theaphyline was decreased approximatel 3-z>ld.
Therefore, if theophylline is coadministered with fl ine maleate, is dose should be reduced to cne third of the usual daily maintenance dose ond
plosma concentrofions of theophyline should be monitored. No dosage adjustment is required for LUIVOX Tablets. Warfarin: When flvoxaming moleate
(50 mg tid) was administered concomitantly with warforin for two weeks, warfarin plasmo concentrations increased by 98% and prothrombin fimes were
prolonged. Thus patients receiving oral anficoaguiants and LUVOX Tablets should hove their prothrombin fime monitored and their anficoogulant dose
adjusted accordingly. No dosage adjusiment is required for LUVOX Tablets.

PRECAUTIONS

Generdl

Activation of Mania/Hy, ia: During premarkefing studies invalving primarfy depressed patients, hypomania or mania occurred in approximately
1% of gotients treated with fluvoxomine. Activetion of mania/hypomania has also been reported in a smoll propartion of patients with mojor affective
disorder who were treated with other marketed antidepressonts. As with oll anfidepressonts, LUVOX Toblets should be used cautiously in patients with o
history of mania. Sedzeres: During premarkefing studies, seizures were reported in 0.2% of flwvoxamine-eated patients. LUVOX Tablets should be used
cautiously in patients with a history of seizures. |t should be discontinued in any patient who develops seizures. Suicides The possibilty of a suicide ottempt
is inherent in pofients with depressive symptoms, whether these occur in primary depression of in association with another primary disorder such as 0CD.
Chose supevision of high risk patients should accompany inifil drug therapy. Prescriptions for LUVOX Tablets should be written for the smallest quantity of
toblefs consistent with good potient management in arder to reduce the risk of overdose. Use in Patients with Concomitant Hiness: Closely
monitored clinicol experience with LVOX Tablets in potients with concomitant systemic llngss is limited. Coution is odvised in adrministering LUVOX Tablefs
to patients with diseases or conditions that could affect hemodynomic respanses or metabolism. LUVGX Toblets have not been evaluated or used fo any
appreciable extent in potients with o recent histary of myocordiol inforction or unstable heart disease. Patients with these diagnoses were systematicolly
excluded from many clinical studies during the product's premarketing testing. Evaluation of the electrocardiograms for patients with depression or 0CD whe
partcipoted in premorketing studies eveoled no differences between fluvoxaming and placebo in the emergence of clinically importont ECG chonges. I
patients with liver dysfunction, fluvoxomine clearance was decreased by approximately 30%. LUVOX Tablets should be slowly fitrated in patients with liver
dystunction during the inifiation of freatment.

Information for Patients

Physicions are advised to discuss the following issues with patients for whom they prescibe LUVOX Toblefs: Inferference with Cognitive or Motor
Performance; Since ony psychaactive drug may impair judgement, thinking, or motor skills, patients should be coutioned about operating hezardous
machinery, including automobiles, until they ore certoin that LUVOX Tablets therapy does ot adversely affect thair abillty to engage in such activities.
Pregnancy: Patients should be advised to notify their physicians if they becorme pregriant or intend to become pregnant during therapy with LUVOX Tables.
Nersing: Pofients receiving LUVOX Tablets should be advised to nofify theis physicians if they are breast feeding an infant, (See PRECAUTIONS - Nursing
Mothers.) Concomitant Medication: Pafients should be advised to notify their physicians f they are taking, or plan fo toke, any prescripfion or over-
the-counter drugs, since there is o potential for clinically importont interactions with LUVOX Toblets. Aleohol: As with other psychofropic medicafions,
patients should be odvised 1o avoid aicohol while taking LUVOX Toblets. AWergic Reactions: Pafients should be advised to notify their physicians if they
develop o rash, hives, or a reloted allergic phenomenon during therapy with LUVOX Tablets.

Laberatory Tests

There are ne specffic loboratory tests recommended.

Drug Interactions

There have been rare posmarketing reports describing patients with weakness, hyperreflexia, and incoordinafion following the use of o selective serofanin
veuptake inhibiter (SSRI) and i iont teatment with ipton ond on SSRI (e.g., fluoxefine, fluvoxamine, paroxefine, sestraline) is
(Iini(nh,wnnumed, appiapriate ohservation of the patentis odvised. Potentiod interactions with drugs that inhibit or are Metabolized b
Cytochrome P450 Isozymes: Bused on a finding of substantial interactions of flwvoxamine with certain drugs and limited i vitro dota for the (A4
isoenzyme, it appears that fluvoramine inhibits isoenzymes that are known to be involved i the metabolism of drugs such as wartatin, theaphyllie and
propranolo]. Amlly significant fuvoxamine interaction is possible with diugs having o nariow therapeutic rafio such os terfenadine, astemizole cisapride,
warturin, theophyline, certoin benzodiazepines ond phenytoin, If LUVOX® Tablets are to be administered together with a drug that is efiminated via oxidofive
metobolism and has o natrow therapeutic window, plasme levels and/or pharmacodynamic effects of the lotter drug should be monitored closely, of least
unfl steady stote condifions are (encﬁeedA Plese see complete prescribing information %r recommendations regarding (NS drugs such as manoarine oxiduse
inhibitors, alprazolam, diozepam, lorozepom, lithium, tryptaphan, clozapine, alcohol, ticyclic anfidepressants, carbomazepine, methadone; and other 'drugx

Geriatric Use
ggpmximulely 230 patients participating in controlled premarketing studies with LUVOX Toblets were 65 years of oge or aver. No overall diferences in sefety were
served between these potients and younger patients. Other reported clinical experience hes not idenified differences in respanse between the eldedy and younger
potients, However, the clearance of Hwvoxomine is decreased by obout 50% in elderly compared fo younger patients (see Pharmacokinefics under CLIMCAL
PfH#RMA(OlOGY), and greater sensivity of some older individuals olso connot be ruled out. Cansequently, LUVOX Tablefs should be slowly ftrated during inifation
of theropy.
ADVERSE REACTIONS
Associated with Discontinuation of T
0f the 1087 OCD and depressed patients heated with fluvoxamine moleate in controlled clnical trials conducted in North America, 22% disconfinued
reatment due to an adverse event.
Adverse events in OCD Pediatric Population
In pedictiic patients (N=57) treated with LUVOX™ Tablets, the overal profle of adverse events is similar to that seen in adult studies. Other recctions which
have been reporfed in two or more of the pedictric patients, ond were more frequent than in the placebo group (N=63) were: abnormel thinking, cough
increase, dysmenarhea, ecchymosis, emofional labiliy, epistaxis, hyperkinesia, infection, manic reaction, rosh, sinusitis, and weight decrease.
Events for which the incidence in fluvoxamine maleate was equal fo or less than the incidence in placebo (N=63) and involved two or more of the pediatic
study patients were: abdominal pain, obrormal dreams, fever, headuche, nausea, nervousness, pain, pharyngitis and shinits.
Incidence in Controlled Triols - Commonly Observed Adverse Events in Controlled Clinical Triafs: LUVOX Tablets have been shudied in
controlled frils of OCD (n=320) and depression (n=1350). In general, adverse event rates were similar in the two data sefs. The most commanly observed
adverse everts associated with the use of LUVOX Tablets and likely to be drugeloted Gincidence of 5% or greater and at feast twice that for placebo) derived
from Table 2 were: somnolence, insomni, nervousness, hemor, nausea, dyspepsia, anorexia, vomiting, abnormel ejoculation, osthenia, and swegfing. In
o pool of two studies involving only patients with OCD, the following additional events were identified using the above rule: dry mouth, decreased fbido,
urinary frequency, anergasmi, thinits and faste perversion. Adverse Events Occurring at an Incidence of 1%: Tuble 2 enumerates adverse events
that occurred af a frequency of 1% or more, and were more frequent than in the placebo group, among patients treated with LUVOX Tablefs in two short-
term plocebo controlled OCD frials (10 week) and depression tials {6 week) in which patients were dosed in  range of generally 100 fo 300 mg/day.
This table shows the percentage of patients in each group who had at feast one occurrence of an event af some fime during their Wectment. Reported adverse
events were classified using a standard COSTARFhased Dictionary terminology. The prescriber should be owore that these figures connot be used to predict
the incidence of side effects in the course of usual medical practice where pofient choracteristics ond other factors moy differ from those that prevailed in
the clinical frals. Similarly, the cited frequencies cannot be compared with figures obtained from other clnical investigations involving different heatments,
uses, and invesfigators. The cited figures, however, do provide the prescibing physician with some basis for estimoting the selofive contribution of drug and
nordrug factars to the side-effect incidence rate in the population studied. 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 Rates in OCD and Depression
Placebo Controlled Studies: The events in 0CD studies with o twofold decrease in rofe compared fo event rotes in OCD and depression studies were
dysphagia and ambiyapia (mostly biuned vision). Additionally, there was an approximate 25% decrease in nauseo. The events in OCD studies with o two-
fold increase in rate compared to event rates in OCD and depression studies were: asthenia, abnormal ejaculotion (mostly delayed sjaculation), anxiey,
nfection, thinifs, anorgasmia (in males), depression, ibido decreased, pharyngits, agitation, impotence, myodonus/twitch, thirst, weight loss, leg cromys,
myalgia ond urinary refention. These events are listed in order of decreasing rates in the OCD tials.
Vital Sign Changes
Comparisons of fluvoxamine maleate and placebo groups in seporate pools of shartterm OCD ond depression trals on (1) medion change from baseline on
various vital signs variables and on (2) incidence o? patients meefing criteria for potentially impartont changes from baseline on various vital signs variables
tevecled no important differences between fluvoxamine maleate ond placebo.
Laboratory Chonges
Comparisons of fluvoxamine maleate and placebo groups in separate pools of shortterm OCD and depression trials on (1) medion change from baseline on
vrious serum chemisiry, hematology, und urinalysis variables and on (2) incidence of patients meefing citeria for potentially importont chonges from
baseline on vorious serum chemistry, hematology, and urinalysis voriables revealed no important differences between fluvoxamine moleate and placebo.
£(G Changes
Comparisons of fluvaxamine maleate and placebo groups in separate paols of shortterm 0CD and depression trils on (1) mean change from baseline on
various ECG voriables and on (2) incidence of patients meeting ritesa for potentially important changes from baseline on various EC6 variables reveoled
o important differences between flwvoxamine maleate ond placebo.
Toble 2: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN OCD AND DEPRESSION
POPULATIONS COMBINED: (flovoxamine (n=892] vs. placebo [n=778] by patients—percentage): BODY AS WHOLE: Headoche (22 vs. 20);
Asthenia (14 vs. 6); Flu Syndrome (3 vs. 2); Chils (2 vs. 1). CARDIOVASCULAR: Palpitations (3 vs. 2). DIGESTIVE SYSTEM: Nausee (40 vs. 14);
Diantheo (11 vs. 7); Constipation (10 vs. 8); Dyspepsia (10 vs. 5); Anorexia (6 vs. 2); Vomiting (5 vs. 2); Flotulence (4 vs. 3); Tooth Disorder (3 vs. 1);
Dysphagia {2 vs. 1). NERVOUS SYSTEM: Samnolence (22 vs. 8); lnsomnia (21 vs. 10); Dry Mouth (14 vs. 10); Nervousness (12 vs. 5); Dizziness (11
vs. 8); Tramor (5 vs. 1); Anxiety (5 vs. 3); Vasodilatotion’ (3 vs. 1) Hypertonia (2 vs. 1) Agitation (2 vs. 1); Decreased Libido (2 vs. 1); Depression (2 vs.
1); (NS Stimulation (2 vs. 1). RESPIRATORY SYSTEM: Upper Respiratory Infection (9 vs. 5); Dyspnea (2 vs. 1); Yown (2 vs. 0). SKIN: Sweafing
{7 vs. 3). SPECIAL SENSES: Taste Perversion (3 vs. 1); Amblyopia' (3 vs. 2). UROGENITAL: Abnormal Ejaculation®® (8 vs. 1); Urinary Frequency (3
vs. 2); Impotence® (2 vs. 1); Anorgasmia {2 vs. 0); Urinary Refention (1 vs. 0).'
"Events for which fluvoxaming moleate incidence was equal to o less than placebo ore not listed in the table obove, but include the following: obdominal
poin, abnormal dreams, appetite increase, back pain, chest pain, confusion, dysmenarthea, fever, infection, leg cromps, migraine, myolgio, pain, poresthesia,
phoryngifis, postural hypotension, pruritus, rash, rhinitis, thirst and finnitus. “Includes “soothache,” “tooth extraction and obscess,” and “caries.” *Mostly
feeling warm, hot, or flushed. ‘Mostly “blunred vision. " *Mostly “delayed ejoculation.” “incidence bosed on number of male potients.
Other Events Observed During the Premarketing Evaluation of LUVOX Tablets
During prematkefing clinical ficls canducted in North America and Eutope, multiple doses of fluvoxamine moleate were administered for o combined tofol
of 2737 patient exposures in patients suffering 0CD or Mojor Depressive Disorder. Untoward events associated with his expesure were recorded by clinicol
invesfigotors using descripfive terminolagy of their own choosing. Consequently, it is not possible to provide  meaningful estimete of the proportion of
indiiduals experiencing adverse events without first grouping similor types of unfoward cvents into o fimited (i.e., reduced) number of stondard event
cotegories.In the tabulations which follow, a slandmg (OSTART-bosed Dictionory terminology has been sed to dlassify reported adverse events. f the
COSTART term for on event was so general os fo be uninformative, it was replaced with a more informative term. The frequencies presented, therefore,
represent the pioporfion of the 2737 patient exposures to multiple doses of flvvoxamine maleate who experienced on event of the type dted on f least
one oceasion whire receiving fluvoxamine moleate. A reported events are included in the lst below, with the following excepfions: 1) those events already
listed in Table 2, which tobulates incidence rates of common adverse experiences in placebo-confrolled OCD and depression clinical friats, re excluded; 2)
those events for which a drug couse was considered remote (i.¢., neoplasia, gastrointestinal carcinoma, herpes simplex, herpes zoster, application site
reaction, and unintended pregnancy) are omitted; and 3) events which wese reported in only one patient and judged o not be potentially serious are nat
included. It is important to emphasize that, although the events reported did accur duiing treotment with flovoxomine maleats, o cousal relofionship to
fiwvoxamine maleats hos not been established. Events are further classified within body system cotegories and enumerated in order of decreasing frequency
using the following definitions: frequent adverse events ore defined as these occurring on one or more occasions in of least 1/100 patients; infrequent
adverse events ore those occurring between 1,/100 and 1/1000 patients; and rore adverse events ore thase occurting in less than 1,/1000 patients. Body
as a Whole: Frequent: accidental injury, molaise; infrequent: dllergic reaction, neck pain, nack sigidity, overdose, photossnsitivity seaction, svicide attempt;
Rare: cyst, pelvic pain, sudden death. Cardi lar System: Frequent: | ion, hypatension, syncope, fachycardia; nfrequent: anging pectoris,
bradycordia, cordiomyopathy, cardiovascutar disease, cold extremities, conduction delay, heart failure, myocardial infarction, pollor, pelse imegular, ST
segment changes; Rare: AV block, cerebrovascular accident, coronary artery disease, embolus, pericordits, phlebitis, pulmonary infarction, supravenficulor
extiasystoles. Digestive System: frequent: elevated Iver tunsominases; Infrequent: colfis, eructotion, esophagits, gustifs, gastoenterifs,
gashointesfinat hemorrhage, gus{roinrestinul ulcer, gingvits, glossitis, hemarthoids, melena, rectal hemarthage, stomafits; Rare: biliary pain, cholecystifs,

such as theaphyline, prapranolot ond other bete-blockers, wortarin, digoxin, and diltiozem, Effects of Smoking on Fi ine Metab
Smakers had a 25% increase in the metabolism of fl ine compared to kers. El isive Therapy (ECT): There ore na clinical
studies establishing the benefits or risks of combined use of ECT and flovoxamine moleate.
Corcinogenesis, Mutagenesis, Impai of Fertility
Cordnogenesis: There is no evidence of carcinogenicity, mutagenicity or impairment of fertiity with fluvoxamine moleate. There was no evidence of
carcinogenicity in rats freated orolly with Huvoxomine moleate for 30 months or hamsters treated orally with flvoxamine moleate for 20 (females) or 26
{mates) months. The daity doses in the high dese groups in these studies were increased over the course of the study from & minimum of 160 mg/kg fo
amaximum of 240 mg,/kg i rots, ond from o minimum of 135 mg,/kg to @ maximum of 240 mg /g in hamsters. The maximum dose of 240 mg/kg
is opproximetely 6 times the maximur human daily dose on @ mg,/m? basis. Mutagenesis: No evidence of mutagenic potential wos observed in o mouse
micronucleus fes?, on in vitto chromosome abetroion test, of the Ames miciobial mutagen test with or without metabolic activation. Jmpairment of
Fertility: In fectity studies of mole and female rats, up o 80 mg,/kg/day orally of fluvexamine mateate, {opproximately 2 fimes the maximuym human
dofly dose an o mg,/m? basis) hod n effect on mating performance, duration of gestation, or pregnancy rate.
Pregoancy o o .
Teratogenic Effects - Pregnancy Category C: In tesatology studies in rats ond rabbits, doily orol doses of fluvoxomine maleate of up to 80 ond
40m % espectively (gpproximately 2 times the moximum human daily dose on @ mg,/m? basis) caused o fetal malformations. Howeves, in other
leplmﬂmian studies in which pregnant rofs were dosed through weoning there wos (1) an increase in pup mortality at birth {seen ot 80 mg/kg and above
but nt at 20 my/kg), and (2) getreases in postnatol pup weights (seen of 160 but not at 80 mg/kg) and survival (seen of all doses; lowest dose fested
=5 mi/kg). (Doses of 5, 20, 80, ond 160 mg/kg are approximately 0.1, 0.5, 2, and 4 fimes the maximum human duily dose on o mg/m' basis.)
While the results of a crassostering study implied thot at least some of these resuls likely occurred secondarily fo maternal toxicity, the ro?e of o direct
drug effect on the fetuses or pups could no be ruled aut. There are o adeguate and welkontralled studies in pregnant women. Fluvoxamine meleate should
be used during pregnancy only i the patential benefit justifies the potential risk to the fefus.

" ery
The effect of fluvoxamine on labor and defivery in humans is unknow,
Nursing Mothers
4s for many other drugs, Huvaxamine is secreted in human breast mik. The decision of whether to discontinue nursing of to discontinue the drug should
take into account the potential for serious odverse effects from exposure to fluvoxamine in the nursing infont as well es the potentiol benefits of LUVOX®
{fluvaxamine maleate) Tablets therapy to the mother,
Pediatric Use
The efficacy of fluvaxomine malecte for the teatmennt of Obsessive Compulsive Disorder was demonsiated in o 10-week multicenter plocebo conrolled
study with 120 outpatients oges 817. The adverse event profile observed in that study was generally similar to that observed in adult studies with
fluvoxamine (see ADVERSE REACTIONS).
Decreased appefite and weight loss have been abserved in association with the use of fluvaxanine os well as other SSRI. Consequenty, regular monitoring
of weight ond growth is recommended if treaiment of a child with an SSRi s to be cantinued long term.
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holefthiosis, fecal i is, intestinal obstruction, joundice. Endocrine System: fnfrequent: hypothyroidism; Rore: goiter. Hemic and
Lymphatic Systems: Infrequent: onemio, scchymasis, leukacylasis, lymphodenopathy, thambocytopenio; Rore: Ieukoreniu, purpurc. Metabolic and
NyWri'ional Systems: Froquent: edemo, weight gain, weight loss; Infrequent: dehydiation, hypercholesterolemi; Rare: diobetes mellus,
hyperglycemia, hyperlipidemin, hypoglycemia, hypokalemia, lactate dehy ineased. Mosculoskeletal System: Infrequent: arthrolgio,
anthrits, bursifs, generalized muscle spasm, myasthenia, tendinous contrachyre, tenosynvifs; Rare: erthiasis, myapathy, pathelagical fracture. Nervous
System: Frequent: amnesia, apathy, hyperkinesia, hypokinesia, manic reaction, myaclonus, psychotic reaction; Infrequent: agoraphobio, okathisia, otaxio,
NS depression, convulsion, deliium, delusion, depersonalization, drug dependence, dyskinesia, dystonic, emofional lobility, eupharia, extrapyramidal
syndrome, gait unsteady, hallucinations, hemiplegio, hostity, hypersomaic, hypochondriasis, hypotonic, hysterie, incoordination, increosed salivafion,
increased liido, neuralgia, paralysis, poranoid reaction, phobia, psychosis, sleep disorder, stupor, twitching, vertigo; Rare: akinesia, coma, fibrilations,
mutisi, obsessians, lef?exes decrensed, slurred speech, tordive dyskinesia, tortcollis, trismus, withdrawal syndrome. Respiratery System: Frequent:
cough increased, sinusifis; nfrequent: asthma, bronchitis, epistoxis, hoarseness, byperventilction; Rare: apnea, congestion of upper airway, hemoptysis,
hiccups, Toryngismus, obstructive pulmanary disease, preumania. Skism: infrequent: acne, clopecia, dry skin, eczema, extoliotive dermati, furinculosis,
sebarthea, skin discoloration, urticaric. Special Seases: Infrequent: accommodation abrormal, conjunctiviis, deafness, diplopia, dry eyes, eor pain, eye
gain, mydriosis, ofifs media, parosmio, photophobio, taste loss, visual field defect; Rore: comeal ulce, retinol detachment. Urogenital System:
Infrequent: anuria, breast pain, cystiis, deloyed menstruotion', dysuria, female tactation’, hematuria, menopause’, menorthagia, meforrhagia', noduria,
golyuiia, premensfrual syndrome, urinary incontinence, urinary fract infection, urinary wigency, urination impaired, voginal hemonhage', vaginifs'; Rare:
kidney coloulus, § i, oliguria.

"Bosed on the number of females. "Based on the number of moles.

Nou-US Postmarketing Reports

Voluntary reports of adverse events in pafients taking LUVOX Tablets that have been received since market infroduction and are of unknown cousal
elationship to LUVOX Tablets use indude: toxic epidermal necrolysis, Stevens-lohnson syndrome, Henoch-Schoenlein purpura, bullous eruption, prigpism,
agronulocytosis, neuropothy, aplastic anemia, anaphylactic reaction, hyponatremia, acute renal fallure, hepotits, and severe okinesic with fever when
fl ine was co-administered with anfipsychofic medicafion.

CAUTION: Federal law prohibits dispensing without presciiption.

8E1252 Rev 3/97

Reference: 1. Data on file, Solvay Pharmaceuticals, Inc.

. . Solvay
Pharmacia &Upjohn Pharmaceuticals
© 1997 Solvay Pharmaceuticals. Inc. Alt rights reserved. SVI.329 (1$J8453.00 September 1997
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PAXIL

PAROXETINE HCT

PAXIL® {brand of paroxetine hydrochloride)
See complete prescribing information in SmithKline Beecham Pharmaceuticals literature
or PDR. The 1orlowing is a brief summary.
INDICATIONS AND USAGE: Paxil is indicated for the treatment of depression, obsessions and com-
pulsians in patients with obsessive compulsive disorder (OCD) as defined in DSM-IV, and panic disorder,
with or without agoraphobia, as defined in DSM-IV.
CONTRAINDICATIONS: Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs) is
contraindicated. {See WARNINGS and PRECAUTIONS.)
WARNINGS: In(omctlons wuth MAOIs may occur Given the fatal interactions reported with
mitant or a MAOIs and other SSRIs, do not
use Paxil in combination with a MAOI or wuthm 2 weeks oI discontinuing MAOQI treatment.
Allow at least 2 weaeks after stopping Paxil before starting a MAOL.
PRECAUTIONS: As with all antidepressants, use Paxi! cautiously in patients with a history of mania.
Use Paxif cautiously in patients with a history of seizures. Discontinue it in any patient who develops
seizures.
The possibility of suicide attempt is inherent in depression and may persist until significant remission
occurs. Close supervision of high-risk patients should accompany initial drug therapy. Write Paxil pre-
scriptions for the smatlest quantity of tablets conststent with good patient management in order to
reduce the risk of overdose.
Reversible hyponatremia has been reported, mainly in elderly patients, patients taking diuretics or those
who were otherwise volume depleted. Abnormal bleeding (mastly ecchymosis and purpura}, including a
case of impaired platelet aggregation, has been reported; the relationship to paroxetine is unclear.
Clinical experience with Paxil in patients with concomitant systemic illness is fimited. Use cautiously in
patients with diseases or conditions that could affect metabolism or hemodynamic responses. Observe
the usual cautions in cardiac patients. In patients with severe renal impairment (creatinine clearance
<30 mL/min.} or severe hepatic impairment, a lower starting dose {10 mg) should be used.
Caution patients about operating hazardous machinery, including automobiles, until they are reasonably
sure that Paxil therapy does not affect their ability to engage in such activities. Tell patients 1) to con-
tinue therapy as directed; 2) to inform physicians about other medications they are taking or plan to take;
3) to avoid alcohol while taking Paxif; 4} to notify their physicians if they become pregnant or intend to
become pregnant during therapy, or if they're nursing.
Weakness, hyperreflexia, and incoordination following use of an SSRI and sumatriptan have been rarely
reported.
Concomitant use of Paxil with tryptophan is not recommended. Use cautiously with warfarin. When ad-
ministering Paxil with cimetidine, dosage adjustment of Paxi/ after the 20 mg starting dose should be
guided by clinical effect. When co-administering Paxif with phenobarbita! or phenytoin, no initial Paxi/
dosage adjustment is needed; base subsequent-changes on clinical effect. Concomitant use of Paxilwith
drugs metabolized by cytochrome PugllDg {antidepressants such as nortriptyline, amitriptyline,
imipramine, desipramine and fluoxetine; phenothiazines such as thioridazing; Type 1C antiarrhythmics
such as propafenone, fecainide and encainide) or with drugs that inhibit this enzyme {e.g., quinidine)
may require lower doses than usually prescribed for either Paxil or the other drug; approach concomi-
tant use cautiously. An in vivo interaction study revealed that paroxetine had no effect on terfenadine
pharmacokinetics. Additional /in vitro studies showed that the inhibitory effects of paroxetine on other
I1A, substrates (astemizole, cisapride, triazolam and cyclosporin) was at least 100 times less potent
than ketoconazole, a potent llIA, inhibitor. Assuming that the relationship between paroxetine’s in vitro
Ki and its lack of effect on terfenadine’s in vivo clearance predicts its effect on other HIA, substrates,
paroxetine’s inhibition of Il1A, activity should have little clinical significance. Use caution when co-
administering Paxi/ with tricyclic antidepressants {TCAs). TCA plasma concentrations may need moni-
toring and the TCA dose may need to be reduced. Administration of Paxil with another tightly protein-
bound drug may shift plasma concentrations, resulting in adverse effects from either drug. Concomitant
use of Paxif and alcohol in depressed patients is not advised. Undertake concomitant use of Paxi/ and
lithium or digoxin cautiously. If adverse effects are seen when co-administering Paxif with procyclidine,
reduce the procyclidine dose. Elevated theophylline levels have been reported with Paxi/ co-administra-
tion; monitoring theophylline levels is recommended.
In 2-year studies, a significantly greater number of male rats in the 20 mg/kg/day group developed retic-
ulum cell sarcomas vs. animals given doses of 1 ar 5 mg/kg/day. There was also a significantly increased
linear trend across dose groups for the occurrence of lymphoreticular tumors in male rats. Although
there was a dose-related increase in the number of tumors in mice, there was no drug-related increase
in the number of mice with tumors. The clinical significance of these findings is unknown. There is no
evidence of mutagenicity with Paxif.
Rats receiving paroxetine at 15 mg/kg/day (2.4 times the MRHD on a mg/m? basis) showed a reduced preg-
nancy rate.
Pregnancy Category C. Reproduction studies performed in rats and rabbits at doses up to & mg/kg/day,
8.1 (rat) and 1.9 {rabbit) times the MRHD on a mg/m? basis, have revealed no evidence of teratogenic
effects or of selective toxicity to the fetus. However, rat pup deaths increased during the first 4 days
of lactation when dosing occurred during the last trimester of gestation and continued throughout lac-
tation. The cause of these deaths is not known. There are no adequate and well-controlled studies in
pregnant women. Paxi/ should be used in pregnancy only if the potential benefit justifies the potential
risk to the fetus. The effect of Paxi/ on labor and delivery in humans is unknown. Paroxetine is secreted
in human milk; exercise caution when administering Paxif to a nursing woman.
Safety and effectiveness in the pediatric population have not been established.
In worldwide premarketing Paxi/ clinical trials, 17% of Paxil-treated patients were >65 years of age.
Pharmacokinetic studies revealed a decreased clearance in the elderly; however, there were no overall
differences in the adverse event profile between oider and younger patients.
ADVERSE REACTIONS: Incidence in Controlled Trials—Commonly Observed Adverse Events
in Controlled Clinical Trials: The most commonly observed adverse events associated with the use
of Paxilin the treatment of depression {incidence of 5% or greater and incidence for Paxil at least twice
that for placebo): asthenia (15% vs. 6%), sweating (11% vs. 2%), nausea {26% vs. 9%), decreased
appetite {6% vs. 2%), somnolence (23% vs. 9%), dizziness (13% vs. 6%), insomnia {13% vs. 6%), tremor
{8% vs. 2%}, nervousness (5% vs. 3%), ejaculatory disturbance {13% vs. 0%} and other male genital dis-
orders {10% vs. 0%}.
The most commonly observed adverse events associated with the use of paroxetine in the treatment of
obsessive compulsive disorder {incidence of 5% or greater and incidence for Paxi/ at least twice that of
placebo} were: nausea (23% vs. 10%), dry mouth (18% vs. 9%), decreased appetite (9% vs. 3%), con-
stipation (16% vs. 6%), dizziness (12% vs. 6%), somnolence (24% vs. 7%), tremor (11% vs. 1%), sweat-
ing (9% vs. 3%]. impotence (8% vs. 1%) and abnormal ejaculation (23% vs. 1%).
The most commonly observed adverse events associated with the use of paroxetine in the treatment of
panic disorder (incidence of 5% or greater and incidence for Paxi/ at least twice that for placebo) were:
asthenia {14% vs. 5%). sweating (14% vs. 6%), decreased appetite (7% vs. 3%), libido decreased (9%
vs. 1%), tremor {9% vs. 1%), abnormal ejaculation (21% vs. 1%), female genital disorders {9% vs. 1%}
and impotence {5% vs. 0%).
Twenty percent {1,199/6,145) of Paxil patients in worldwide clinical trials in depression and 11.8%
(64/542) and 9.4% (44/469) of Paxil patients in worldwide triats in OCD and panic disorder, respective-
ly, discontinued treatment due to an adverse event. The mast common events {>1%) associated with dis-
continuation and considered to be drug related include the following: depression—somnalence, agita-
tion, tremor, nausea, diarrhea, dry mouth, vomiting, asthenia, abnormal ejaculation, sweating;
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OCD-insomnia, dizziness, constipation, nausea, asthenia, abnormal ejaculation, impotence; panic dis-
order—somnolence, insomnia, nausea.

The following adverse events occurred in 6-week placebo-controlled trials of similar design at a frequen-
cy of 1% or more, in patients dosed (20 to 50 mg/day) for the treatment of depression: headache, asthe-
nia, palpitation; vasodilation; sweating, rash; nausea, dry mouth, constipation, diarrhea, decreased
appetite, flatulence, oropharynx disorder, dyspepsia; myopathy, myalgia, myasthenia; somnolence, dizzi-
ness, insomnia, tremor, nervousness, anxiety, paresthesia, libido decreased, drugged feeling, confusion;
yawn; blurred vision, taste perversion; ejaculatory disturbance, other male genital disorders, urinary fre-
guency, urination disorder, female genital disorders.

The following adverse events occurred at a frequency of 2% or more among OCD patients on Paxil who
participated in placebo-controlled trials of 12-weeks duratian in which patients were dased in a range
of 20 to 60 mg/day or among patients with panic disorder on Paxi/ who participated in placebo-con-
trolled trials of 10 to 12 weeks duration in which patients were dosed in a range of 10 to 60 mg/day:
asthenia, abdominal pain®, chest pain**, back pain*, chills; vasodilation**, palpitation**; sweating,
rash**; nausea, dry mouth, constipation, diarrhea, decreased appetite, increased appetite; insomnia,
somnolence, dizziness, tremor, nervousness™*, libido decreased, agitation®, anxiety*; abnormal
dreams**, concentration impaired**, depersonalization**, myoclonus, amnesia**, rhinitis*, abnormal
vision**, taste perversion**; abnormal ejaculation, female genital disorder, impotence, urinary frequen-
¢y, urination impaired**, urinary tract infection. *denotes panic disorder patients only. **denotes OCD
patients only.

Studies show a clear dose dependency for some of the more common adverse events associated with
Paxil use. There was evidence of adaptation to some adverse events with continued Paxil therapy {e.g.,
nausea and dizziness). Significant weight loss may be an undesirable result of Paxif treatment for some
patients but, on average, patients in controlled trials had minimal (about 1 ib} loss. In placebo-controlled
clinical trials, Paxil-treated patients exhibited abnormal values on liver function tests no more frequent-
ly than placebo-treated patients.

Other Events Observed During the Premarketing Evaluation of Paxil: During premarketing as-
sessment in depression multiple doses of Paxi/ were administered to 6,145 patients in phase 2 and 3
studies. During premarketing clinical trials in OCD and panic disorder, 542 and 469 patients, respective-
ly, received multiple doses of Paxil. The following adverse events were reported. Note: "frequent” =
events occurring (n at least 1/100 patients; “infrequent”= 1/100 to 1/1000 patients; “rare” = less than
1/1000 patients. Events are classified within body system categories and enumerated in order of
decreasing frequency using the above definitions. It is important to emphasize that although the events
occurred during Paxi/ treatment, they were not necessarily caused by it.

Body as a Whole: frequent: chills, malaise; infrequent: allergic reaction, carcinoma, face edema,
moniliasis, neck pain; rare: abscess, adrenergic syndrome, cellulitis, neck rigidity, pelvic pain, peritoni-
tis, shock, ulcer. Cardiovascular System: frequent: hypertension, syncope, tachycardia; infrequent:
bradycardia, conduction abnormalities, electrocardiogram abnormal, hematoma, hypotension, migraine,
peripheral vascular disorder; rare: angina pectoris, arrhythmia, atrial fibrillation, bundle branch block,
cerebral ischemia, cerebrovascular accident, congestive heart failure, heart block, low cardiac output,
myocardial infarct, myocardial ischemia, pallor, phlebitis, pulmonary embolus, supraventricular extrasys-
toles, thrombophlebitis, thrombosis, varicose vein, vascular headache, ventricular extrasystoles

Digestive System: infrequent: bruxism, colitis, dysphagia, eructation, gastroenteritis, gingivitis, glos-
sitis, increased salivation, liver function tests abnormal, mouth ulceration, rectal hemorrhage, ulcerative
stomatitis; rare: aphthous stomatitis, bloody diarrhea, bulimia, cholelithiasis, duodenitis, enteritis,
esophagitis, fecal impactions, fecal incontinence, gastritis, gum hemorrhage, hematemesis, hepatitis,
ileus, intestinal obstruction, jaundice, melena, peptic ulcer, salivary gland enlargement, stomach ulcer,
stomatitis, tongue discoloration, tongue edema, tooth caries, tooth malformation. Endocrine System:
rare: diabetes mellitus, hyperthyroidism, hypothyroidism, thyroiditis. Hemic and Lymphatic Systems:
infrequent: anemia, leukopenia, lymphadenopathy, purpura; rare; abnormal erythrocytes, basophilia,
eosinophilia, hypochromic anemia, iron deficiency anemia, leukocytosis, lymphedema, abnormal lym-
phacytes, lymphocytosis, microcytic anemia, monocytosis, normacytic anemia, thrombocythemia.
Metabolic and Nutritional: frequent: edema, weight gain, weight lass; infrequent: hyperglycemia,
peripheral edema, SGOT increased, SGPT increased, thirst; rare: alkaline phosphatase increased, biliru-
binemia, BUN increased, creatinine phosphokinase increased, dehydration, gamma globulins increased,
gout, hypercalcemia, hypercholesteremia, hyperkalemia, hyperphosphatemia, hypocalcemia, hypo-
glycemia, hypokalemia, hyponatremia, ketdsis, lactic dehydrogenase increased. Musculoskeletal
System: frequent: arthralgia; infrequent: arthritis; rare: arthrosis, bursitis, myositis, osteoporosis, gen-
eralized spasm, tenosynovitis, tetany. Nervous System: frequent: amnesia, CNS stimulation,
concentration impaired, depression, emotional lability, vertigo; infrequent: abnormat thinking, akinesia,

alcohol abuse, ataxia, convulsion, depersonalization, dystonia, hallucinations, hostility, hyperkinesia,

hypertonia, hypesthesia, incoordination, lack of emotion, manic reaction. neurosis, paralysis, paranoid
reaction; rare: abnormal electroencephalogram, abnormal gait, antisocial reaction, aphasia, choreoa-

thetosis, circumorat paresthesia, delirium, delusions, diplopia, drug dependence, dysarthria, dyskinesia,
euphoria, extrapyramidal syndrome, fasciculations, grand mat convulsion, hyperalgesia, hypokinesia,
hysteria, libido increased, manic-depressive reaction, meningitis, myelitis, neuralgia, neuropathy, nys-
tagmus, peripheral neuritis, psychosis, psychotic depression, refiexes decreased, reflexes increased,

stupor, trismus, withdrawal syndrome. Respiratory System: frequent: cough increased, rhinitis; infre-

quent: asthma, bronchitis, dyspnea, epistaxis, hyperventilation, pneumonia, respiratory flu, sinusitis,

voice alteration; rare: emphysema, hemoptysis, hiccups, lung fibrosis, pulmonary edema, sputum
increased. Skin and Appendages: frequent. pruritus; infrequent: acne, alopecia, dry skin, ecchymosis,
eczema, furunculosis, urticaria; rare; angioedema, contact dermatitis, erythema nodosum, erythema
multiforme, fungal dermatitis, herpes simplex, herpes zoster, hirsutism, maculopapular rash, photosen-
sitivity, seborrhea, skin discoloration, skin hypertrophy, skin melonoma, skin ulcer, vesiculobutlous rash.
Special Senses: frequent. tinnitus; infrequent: abnormality of accommodation, conjunctivitis, ear pain,
eye pain, mydriasis, otitis media, taste loss, visual field defect; rare: amblyopia, anisocoria, btepharitis,
cataract, conjunctival edema, cormeal ulcer, deafness, exophthalmos, eye hemorrhage, glaucoma, hyper-
acusis, keratoconjunctivitis, night blindness, otitis externa, parosmia, photophobia, ptosis, retinal hem-
orrhage. Urogenital System: infrequent: abortion, amenorrhea, breast pain, cystitis, dysmenorrhea,
dysuria, hematuria, menorrhagia, nocturia, potyuria, urethritis, urinary incontinence, urinary retention,
urinary urgency, vaginitis; rare: breast atrophy, breast carcinoma, breast enlargement, breast neoplasm,
epididymitis, female lactation, fibrocystic breast, kidney calculus, kidney function abnormal, kidney pain,
leukorrhea, mastitis, metrorrhagia, nephritis, oliguria, prostatic carcinoma, pyuria, urethritis, uterine
spasm, urolith, vaginal hemorrhage, vaginal moniliasis

Postmarketing Reports

Voluntary reports of adverse events that have been received since market introduction and not listed
above that may have no causal relationship with Paxif include—acute pancreatitis, elevated liver func-
tion tests {the most severe cases were deaths due to liver necrosis, and grossly elevated transaminas-
es associated with severe liver dysfunction), Guillain-Barré syndrome, toxic epidermal necrolysis, pri-
apism, thrombocytopenia, syndrome of inappropriate ADH secretion, symptoms suggestive of pro-
lactinemia and galactorrhea, neurcleptic malignant syndrome-like events; extrapyramidal symptoms
which have included akathisia, bradykinesia, cogwheel rigidity, dystonia, hypertonia, oculogyric crisis
{which has been associated with concomitant use of pimozide), tremor and trismus; and serotonin syn-
drome, associated in some cases with concomitant use of serotonergic drugs and with drugs which may
have impaired Paxi/ metabolism {symptoms have included agitation, confusion, diaphoresis, hallucina-
tions, hyperreflexia, myoclonus, shivering, tachycardia and tremor). There have been spontaneous re-
ports that abrupt discontinuation may lead to symptoms such as dizziness, sensory disturbances, agita-
tion or anxiety, nausea and sweating; these events are generally self-limiting. There has been a report
of an elevated phenytoin level after 4 weeks of Paxil and phenytoin co-administration, and a report of
severe hypotension when Paxif was added to chronic metoprolol treatment.

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: Paxi/ is not a controlled
substance. Evaluate patients carefully for history of drug abuse and observe such patients closely for
signs of Paxi/ misuse or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking
behavior).
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vulsant medications.
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SCHOOL'’S IN PROGRESS.

HOW ARE YOUR PATIENTS

PROGRESSING ON THE ADHD TREATMENT

REGIMENS YOU PRESCRIBED? ‘

Y
t53Y ¢ R

PRESCRIBE

ADDERALL-

As children settle into
the routine of a structured
classroom environment
and teachers become
more familiar with
individual capabilities
and behavior patterns,
potential problem
behavior and academic
underachievement may
become more apparent.
A change in medication
may be warranted to
optimize individual
ADHD treatment plans.

IT MAY MAKE A DIFFERENCE

The ADDERALL® (mixed salts of a single-entity amphetamine product) Formulation
and Starting Dosage Frequency of One to Two Times Per Day' May Make a Difference

ADDERALL is the only ADHD product available to contain both dextro (&) and levo (/) amphetamine
ADDERALL usage data (n=611) indicate that OVER 90% OF PATIENTS can be maintained on a dosage

frequency of one to two times per day**

ADDERALL usage data (n=611) indicate that most patients, across a range of doses, do not experience
adverse events with a frequency of more than 1%**

ADDERALL is available in 5 mg, 10 mg, 20 mg, and NEW 30 mg double-scored tablets which allows you

to achieve precise dosage correlation with individual therapeutic needs in a single prescription

As with most psychostimulants indicated for ADHD, the possibility of growth suppression and
the potential for precipitating motor tics and Tourette’s syndrome exists with ADDERALL
treatment, and in rare cases exacerbations of psychosis have been reported. Since amphetamines
have a high potential for abuse, ADDERALL should only be prescribed as part of an overall
multimodal treatment program for ADHD with close physician supervision.

Wul\[z(m%"‘lﬂ mll:g;;(“ﬁmﬂ
5 mg, 10 mg, 20 mg & 30 mg TABLETS
ngD;‘D%AI\H ml:?-go‘:(‘ﬂglllﬂ

(Mixed Salts of a Single-Entity Amphetamine Product)

Dextroamphetamine Sulfate Amphetamine Sulfate

Dextroamphetamine Saccharate Amphetamine Aspartate S ; £
Thirty-four patients receiving
greater than 40 mg per day were
excluded from this analysis.

Please see reverse side for references and brief summary of prescribing information.
https://doi.org/10.1017/51092852900011007 Published online by Cambridge University Press
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REFERENCES: I. ADDERALL Package Insert, Richwood Pharmaceutical Company Inc. 2. Dara on file, Richwood
Pharmaceutical Company Inc. Analysis of open-label data collected from March 1995 through February 1996.

ERALL

Il

5 mg, 10 mg, 20 mg & 30 mg TABLETS
{Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
Dextroamphetamine Saccharate Amphetamine Aspartate

ADDERALL® TABLETS @BRIEF SUMMARY

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF
AMPHETAMINES FOR PROLONGED PERIODS OF TIME MAY LEAD TO DRUG
DEPENDENCE AND MUST BE AVOIDED. PARTICULAR ATTENTION SHOULD BE PAID
TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-
THERAPEUTIC USE OR DISTRIBUTION TO OTHERS, AND THE DRUGS SHOULD BE
PRESCRIBED OR DISPENSED SPARINGLY.

INDICATIONS: Attention Deficit Disorder with Hyperactivity: ADDERALL is indicated
as an integral part of a total treatment program which typically includes other remedial
measures (psychological, educational, social) for a stabilizing effect in children with
behavioral syndrome characterized by the following group of developmentally inappropriate
symptoms: moderate to severe distractibility, short attention span, hyperactivity, emotional
lability, and impulsivity. The diagnosis of this syndrome should not be made with finality
when these symptoms are only of comparatively recent origin. Nonlocalizing (soft)
neurological signs, learning disability and abnormal EEG may or may not be present, and a
diagnosis of central nervous system dysfunction may or may not be warranted. In
Narcolepsy: CONTRAINDICATIONS: Advanced arteriosclerosis, symptomatic
cardiovascular disease, moderate to severe hypertension, hyperthyroidism, known
hypersensitivity or idiosyncrasy to the sympathomimetic amines, glaucoma. Agitated states.
Patients with a history of drug abuse. During or within 14 days following the administration of
monoamine oxidase inhibitors (hypertensive crises may result). WARNINGS: Clinicat
experience suggests that in psychotic children, administration of amphetamine may
exacerbate symptoms of behavior disturbance and thought disorder. Data are inadequate to
determine whether chronic administration of amphetamine may be associated with growth
inhibition; therefore, growth should be monitored during treatment. Usage in Nursing
Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines shoutd
be advised to refrain from nursing. PRECAUTIONS: General: Caution is to be exercised in
prescribing amphetamines for patients with even mild hypertension. The teast amount
feasible should be prescribed or dispensed at one time in order to minimize the possibility of
overdosage. Information for Patients: Amphetamines may impair the ability of the patient to
engage in potentially hazardous activities such as operating machinery or vehicles; the
patient should therefore be cautioned accordingly. Drug Interactions: Acidifying agents -
Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid HCI, ascorbic
acid, fruit juices, etc.) lower absorption of amphetamines. Urinary acidifying agents -
{ammonium chioride, sodium acid phosphate, etc.) increase the concentration of the ionized
species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of
agents lower blood levels and efficacy of amphetamines. Adrenergic blockers - Adrenergic
blockers are inhibited by amphetamines. Alkalinizing agents - Gastrointestinal alkalinizing
agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-
ionized species of the amphetamine molecule, thereby decreasing urinary excretion. Both
groups of agents increase blood levels and therefore potentiate the actions of
amphetamines. Antidepressants, tricyclic - Amphetamines may enhance the activity of
tricyclic or sympathomimetic agents; d-amphetamine with desipramine or protriptyline and
possibly other tricyclics cause striking and sustained increases in the concentration of d-
amphetamine in the brain; cardiovascular effects can be potentiated. MAQ inhibitors - MAOI
antidepressants, as well as a metabolite of furazolidone, slow amphetamine metabolism.
This slowing potentiates amphetamines, increasing their effect on the release of
norepinephrine and other monoamines from adrenergic nerve endings; this can cause
headaches and other signs of hypertensive crisis. A variety of neurologicat toxic effects and
malignant hyperpyrexia can occur, sometimes with fatal results. Antihistamines -
Amphetamines may counteract the sedative effect of antihistamines. Antihypertensives -
Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chiorpromazine - Chlorpromazine blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines, and can be used to treat
amphetamine poisoning. Ethosuximide - Amphetamines may delay intestinal absorption of
ethosuximide. Haloperidol - Haloperidol blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines. Lithium carbonate - The anorectic and
stimulatory effects of amphetamines may be inhibited by lithium carbonate. Meperidine -
Amphetamines potentiate the analgesic effect of meperidine. Methenamine therapy -
Urinary excretion of amphetamines is increased, and efficacy is reduced, by acidifying
agents used in methenamine therapy. Norepinephrine - Amphetamines enhance the
adrenergic effect of norepinephrine. Phenobarbital - Amphetamines may delay intestinal
absorption of phenobarbital; co-administration of phenobarbital may produce a synergistic
anticonvulsant action. Phenytoin - Amphetamines may delay intestinal absorption of
phenytoin; co-administration of phenytoin may produce a synergistic anticonvulsant action.
Propoxyphene - In cases of propoxyphene overdosage, amphetamine CNS stimulation is
potentiated and fatal convulsions can occur. Veratrum alkaloids - Amphetamines inhibit the
hypotensive effect of veratrum alkaloids. Drug/Laboratory Test Interactions: «
Amphetamines can cause a significant elevation in plasma corticosteroid levels. This
increase is greatest in the evening. « Amphetamines may interfere with urinary steroid
determinations. Carcinogenesis/Mutagenesis: Mutagenicity studies and long-term
studies in animals to determine the carcinogenic potential of amphetamine, have not been
performed. Pregnancy - Teratogenic Effects: Pregnancy Category C. Amphetamine has
been shown to have embryotoxic and teratogenic effects when administered to A/Jax mice
and C57BL mice in doses approximately 41 times the maximum human dose. Embryotoxic
effects were not seen in New Zealand white rabbits given the drug in doses 7 times the
human dose nor in rats given 12.5 times the maximum human dose. While there are no
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adequate and well-controlled studies in pregnant women, there has been one report of
severe congenital bony deformity, tracheoesophageal fistula, and anal atresia (vater
association) in a baby born to a woman who took dextroamphetamine sulfate with lovastatin
during the first trimester of pregnancy. Amphetamines should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Nonteratogenic Effects:
Infants born to mothers dependent on amphetamines have an increased risk of premature
delivery and low birth weight. Also, these infants may experience symptoms of withdrawal
as demonstrated by dysphoria, including agitation, and significant lassitude. Pediatric Use:
Long-term effects of amphetamines in children have not been well established.
Amphetamines are not recommended for use in children under 3 years of age with Attention
Deficit Disorder with Hyperactivity described under INDICATIONS AND USAGE.
Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s
syndrome. Therefore, clinical evaluation for tics and Tourette’s syndrome in children and
their families should precede use of stimulant medications. Drug treatment is not indicated
in all cases of Attention Deficit Disorder with Hyperactivity and should be considered only in
light of the complete history and evaluation of the child. The decision to prescribe
amphetamines should depend on the physician’s assessment of the chronicity and severity
of the child’s symptoms and their appropriateness for his/her age. Prescription should not
depend solely on the presence of one or more of the behavioral characteristics. When these
symptoms are associated with acute stress reactions, treatment with amphetamines is
usually not indicated. ADVERSE REACTIONS: Cardiovascular: Palpitations, tachycardia,
elevation of blood pressure. There have been isofated reports of cardiomyopathy associated
with chronic amphetamine use. Central Nervous System: Psychotic episodes at
recommended doses (rare), overstimulation, restlessness, dizziness, insomnia, euphoria,
dyskinesia, dysphoria, tremor, headache, exacerbation of motor and phonic tics and Tourette’'s
syndrome. Gastrointestinal: Dryness of the mouth, unpleasant taste, diarrhea,
constipation, other gastrointestinal disturbances. Anorexia and weight loss may occur as
undesirable effects when amphetamines are used for other than the anorectic effect. Allergic:
Urticaria. Endocrine: Impotence, changes in libido. DRUG ABUSE AND DEPENDENCE:
Dextroamphetamine sulfate is a Schedule Il controlled substance. Amphetamines have
been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to
many times that recommended. Abrupt cessation following prolonged high dosage
administration results in extreme fatigue and mental depression; changes are also noted on
the sleep EEG. Manifestations of chronic intoxication with amphetamines include severe
dermatoses, marked insomnia, irritability, hyperactivity, and personality changes. The most
severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable
from schizophrenia. This is rare with oral amphetamines. OVERDOSAGE: Individual patient
response to amphetamines varies widely. While toxic symptoms occasionally occur as an
idiosyncrasy at doses as low as 2 mg, they are rare with doses of less than 15 mg; 30 mg
can produce severe reactions, yet doses of 400 to 500 mg are not necessarily fatal. In rats,
the oral LD50 of dextroamphetamine sulfate is 96.8 mg/kg. Symptoms: Manifestations of
acute overdosage with amphetamines include restlessness, tremor, hyperreflexia, rapid
respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and
rhabdomolysis. Fatigue and depression usually follow the central stimulation. Cardiovascular
effects include arrhythmias, hypertension or hypotension and circulatory collapse.
Gastrointestinal symptoms include nausea, vomiting, diarrhea, and abdominal cramps. Fatal
poisoning is usually preceded by convulsions and coma. Treatment: Consult with a
Certified Poison Control Center for up to date guidance and advice. Management of acute
amphetamine intoxication is largely symptomatic and includes gastric lavage, administration
of activated charcoal, administration of a cathartic and sedation. Experience with
hemodialysis or peritoneal dialysis is inadequate to permit recommendation in this regard.
Acidification of the urine increases amphetamine excretion, but is believed to increase risk
of acute renal failure if myoglobinuria is present. If acute, severe hypertension complicates
amphetamine overdosage, administration of intravenous phentolamine (Regitine”, CIBA)
has been suggested. However, a gradual drop in blood pressure will usually result when
sufficient sedation has been achieved. Chlorpromazine antagenizes the central stimulant
effects of amphetamines and can be used to treat amphetamine intoxication, DOSAGE
AND ADMINISTRATION: Regardless of indication, amphetamines should be administered
at the lowest effective dosage and dosage should be individually adjusted. Late evening
doses should be avoided because of the resulting insomnia. Attention Deficit Disorder
with Hyperactivity: Not recommended for children under 3 years of age. In children from 3
to 5 years of age, start with 2.5 mg daily; daily dosage may be raised in increments of 2.5
mg at weekly intervals until optimal response is obtained. In children 6 years of age and
older, start with 5 mg once or twice daily; daily dosage may be raised in increments of 5 mg
at weekly intervals until optimal response is obtained. Only in rare cases will it be necessary
to exceed a total of 40 mg per day. Give first dose on awakening; additional doses (1 or 2) at
intervals of 4 to 6 hours. Where possible, drug administration should be interrupted
occasionally to determine if there is a recurrence of behavioral symptoms sufficient to
require continued therapy. Narcolepsy: Usual dose 5 mg to 60 mg per day in divided doses,
depending on the individual patient response. Narcolepsy seldom occurs in children under
12 years of age; however, when it does dextroamphetamine sulfate, may be used. The
suggested initial dose for patients aged 6-12 is 5 mg daily; daily dose may be raised in
increments of 5 mg at weekly intervals until optimal response is obtained. in patients 12
years of age and oider, start with 10 mg daily; daily dosage may be raised in increments of
10 mg at weekly intervals until optimal response is obtained. if bothersome adverse
reactions appear ( e.g., insomnia or anorexia), dosage should be reduced. Give first dose
on awakening; additional doses (1 or 2} at intervals of 4 to 6 hours. CAUTION: Federal law
prohibits dispensing without prescription.
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