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Brief Summary
VERELAN*
Verapamil HCI
Sustained-Release Pellet-Filled Capsules
For complete Prescribing Information, consult package insert.
CLINICAL PHARMACOLOGY

Food does not affect the extent or rate of the absorption of verapamil from the controlled release
VERELAN capsule.

Athoventricular block can occur ¡n patients without preexisting condition defects (see WARNINGS).
Acceleration of ventricular rate and/or ventricular fibrillation has been reported in patients with atrial flutter

or atrial fibrillation and a coexisting accessory AV pathway following administration of verapamil (see
WARNINGS).

In patients with hepatic insufficiency, metabolism is delayed and elimination half-life prolonged up to 14 to
16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma clearance reduced to
about 30% of normal.

CONTRAINDICATIONS
Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <90 mmHg) or cardiogenic

shock, sick sinus syndrome (if no pacemaker is present), second- or third-degree AV block (if no pacemaker
is present), atrial flutter/fibrillation with an accessory bypass tract (eg, WPW or LGL syndromes), (see
WARNINGS), hypersensitivity to verapamil.
WARNINGS

Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction <>30%) or moder¬
ate-to-severe symptoms of cardiac failure and in patients with any degree of ventricular dysfunction if they
are receiving a beta blocker. Control milder heart failure with optimum digitalization and/or diuretics before
VERELAN is used. Verapamil may occasionally produce hypotension. Elevations of liver enzymes have
been reported.

Several cases of hepatocellular injury have been demonstrated to be produced by verapamil. Periodic
monitoring of liver function in patients on verapamil is prudent. Some patients with paroxysmal and/or chronic
atrial flutter/fibrillation and an accessory AV pathway (eg, WPW or LGL syndromes) have developed an
increased antegrade conduction across the accessory pathway bypassing the AV node, producing a very
rapid ventricular response or ventricular fibrillation after receiving IV verapamil (or digitalis). Because of this
risk, oral verapamil is contraindicated in such patients. AV block may occur (second- or third-degree, 0.8%).
Development of marked first-degree block or progression to second- or third-degree block requires reduc¬
tion in dosage or, rarely, discontinuation and institution of appropriate therapy. Sinus bradycardia, second-
degree AV block, sinus arrest, pulmonary edema and/or severe hypotension were seen in some critically ill
patients with hypertrophie cardiomyopathy who were treated with verapamil.
PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dysfunction use
about 30% of the normal dose) or impaired renal function, and patients should be monitored for abnormal
prolongation of the PR interval or other signs of overdosage. Verapamil may decrease neuromuscular trans¬
mission in patients with Duchenne's muscular dystrophy and may prolong recovery from the neuromuscular
blocking agent vecuronium. It may be necessary to decrease verapamil dosage in patients with attenuated
neuromuscular transmission. Combined therapy with beta-adrenergic blockers and verapamil may result in
additive negative effects on heart rate, athoventricular conduction and/or cardiac contractility; there have
been reports of excessive bradycardia and AV block, including complete heart block. The risks of such com¬
bined therapy may outweigh the benefits. The combination should be used only with caution and close moni¬
toring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil treatment can

VERELAN« verapamil HCI

increase serum digoxin levels by 50% to 75% during the first week of therapy, which can result in digitalis
toxicity. In patients with hepatic cirrhosis, verapamil may reduce total body clearance and extrarenai clear¬
ance of digitoxin. The digoxin dose should be reduced when verapamil is given and the patient carefully
monitored. Verapamil will usually have an additive effect in patients receiving blood pressure-lowering
agents. Disopyramide should not be given within 48 hours before or 24 hours after verapamil administration.
Concomitant use of flecainide and verapamil may have additive effects on myocardial contractility, AV con¬
duction, and repolarization. Combined verapamil and quinidine therapy in patients with hypertrophie car¬
diomyopathy should be avoided, since significant hypotension may result. Verapamil has been given
concomitantly with short- and long-acting nitrates without any undesirable drug interactions. Interaction be¬
tween cimetidine and chronically administered verapamil has not been studied. In healthy volunteers, clear¬
ance of verapamil was reduced or unchanged. Concomitant use of lithium and verapamil may result in a
lowering of serum lithium levels or increased sensitivity to lithium. Patients receiving both drugs must be
monitored carefully.

Verapamil may increase carbamazepine concentrations during combined use. Rifampin may reduce vera¬
pamil bioavailability. Phénobarbital may increase verapamil clearance. Verapamil may increase serum lev¬
els of cyclosporine. Concomitant use of inhalation anesthetics and calcium antagonists needs careful
titration to avoid excessive cardiovascular depression. Verapamil may potentiate the activity of neuromuscu¬
lar blocking agents (curare-like and depolarizing) ; dosage reduction may be required. Adequate animal car-
cinogenicity studies have not been performed. One study in rats did not suggest a tumorigenic potential, and
verapamil was not mutagenic in the Ames test. Pregnancy Category C: There are no adequate and well-
controlled studies in pregnant women. This drug should be used during pregnancy, labor, and delivery only if
clearly needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during vera¬
pamil use. Safety and efficacy of verapamil in children below the age of 18 years have not been established.

ADVERSE REACTIONS
Reversible (upon discontinuation of verapamil) nonobstructive, paralytic ileus has been infrequently re¬

ported in association with the use of verapamil.
In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following adverse

reactions were reported: constipation (74%); headache (5.3%); dizziness (4.2%); lethargy (3.2%); dyspep¬
sia (2.5%); rash (1.4%); ankle edema (1.4%); sleep disturbance (1.4%); myalgia (1.1%). In clinical trials of
other formulations of verapamil HCI (N = 4,954), the following reactions have occurred at rates greater than
1.0%: constipation (7.3%); dizziness (3.3%); nausea (2.7%); hypotension (2.5%); edema (1.9%); headache
(2.2%); rash (1.2%); CHF/pulmonary edema (1.8%); fatigue (1.7%); bradycardia (HR<50/min) (1.4%); AV
block-total 1°, 2°, 3° (1.2%); 2° and 3° (0.8%); flushing (0.6%); elevated liver enzymes (see WARNINGS).

The following reactions, reported in 1.0% or less of patients, occurred under conditions (open trials, mar¬
keting experience) where a causal relationship is uncertain. Cardiovascular: angina pectoris, atrioventricu-
lar dissociation, chest pain, claudication, myocardial infarction, palpitations, purpura (vasculitis), syncope.
Digestive System: diarrhea, dry mouth, gastrointestinal distress, gingival hyperplasia. Hemic and Lym¬
phatic: ecchymosis or bruising. Nervous System: cerebrovascular accident, confusion, equilibrium disor¬
ders, insomnia, muscle cramps, paresthesia. psychotic symptoms, shakiness, somnolence. Respiratory:
dyspnea. Skin: arthralgia and rash, exanthema, hair loss, hyperkeratosis, maculae, sweating, urticaria,
Stevens-Johnson syndrome, erythema multiforme. Special Senses: blurred vision. Urogenital: gyneco-
mastia, impotence, increased urination, spotty menstruation.
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Brief Summary of
Prescribing Information as of January 1992
NICODERM®
(nicotine transdermal system)
Systemic delivery of 21,14, or 7 rng/diy over 24 hour*
Caution: Federal law prohibits dispensing without prescription.
DESCRIPTION
NICODERM is a transdermal system that provides systemic delivery of nicotine for 24
hours following its application to intact skin.
The NICODERM system is a multilayered rectangular film containing nicotine as the
active agent. For the three doses the composition per unit area is identical. Proceeding
from the visible surface toward the surface attached to the skin are (1) an occlusive
backing (poryethylene/aluminum/polyester/ethylene-vinyl acetate copolymer); (2) a drugreservoir containing nicotine (in an ethylene-vinyl acetate copolymer matrix); (3) a rate-
controlling membrane (polyethylene); (4) a polyisobutylene adhesive; and (5) a pro¬
tective liner that covers the adhesive layer and must be removed before application to the
skin.
INDICATIONS AND USAGE
NICODERM treatment is indicated as an aid to smoking cessation for the relief of nicotine
withdrawal symptoms. NICODERM treatment should be used as part of a comprehensivebehavioral smoking-cessation program.The use of NICODERM systems for longer than 3 months has not been studied.
CONTRAINDICATIONS
Use of NICODERM systems is contraindicated in patients with hypersensitrvity or allergy
to nicotine or to any of the components of the therapeutic system.
WARNINGS
Nicotine from any source can be toxic and addictive. Smoking causes lung cancer, heart
disease, and emphysema and may adversely affect the fetus and the pregnant woman.
For any smoker, wrth or without concomitant disease or pregnancy, the risk of nicotine
replacement in a smoking-cessation program should be weighed against the hazard of
continued smoking while using NICODERM systems and the likelihood ot achieving ces¬
sation of smoking without nicotine replacement.
Tobacco smoke, which has been shown to be harmful to the fetus, contains nicotine,
hydrogen cyanide, and carbon monoxide. Nicotine has been shown in animal studies to
cause fetal harm. It is therefore presumed that NICOOERM systems can cause fetal harm
when administered to a pregnant woman. The effect ot nicotine delivery by NICODERM
systems has not been examined in pregnancy (see PRECAUTIONS).
Therefore pregnant smokers should be encouraged to attempt cessation using educa¬
tional md behavioral Interventions before using pharmacological approaches. If
NICODERM systems are used during pregnancy, or If the patient becomes pregnantwhile using NICODERM systems, the patient should be apprised of the potential
hazard to the fetus.

The amounts of nicotine that are tolerated by adult smokers can produce symptoms of
poisoning and could prove fatal if the NICODERM system is applied or ingested bychildren or pets. Used 21 mg/day systems contain about 73% (83 mg) of their initial
drug content. Therefore, patients should be cautioned to keep both the used and unused
NICODERM systems out of the reach of children and pets.
PRECAUTIONS
The patient should be urged to.stop smoking completely when initiating NICODERM
therapy (see DOSAGE AND ADMINISTRATION). Patients should be informed that if theycontinue to smoke while using NICODERM systems, they may experience adverse effects
due to peak nicotine levels higher than those experienced from smoking alone. If there is
a clinically significant increase in cardiovascular or other effects attributable to nicotine,
the NICODERM dose should be reduced or NICODERM treatment discontinued (see
WARNINGS). Physicians should anticipate that concomitant medications may need
dosage adjustment (see Drug Interactions).The use of NICODERM systems beyond 3 months by patients who stop smoking should
be discouraged, because the chronic consumption of nicotine by any route can be
harmful and addicting.
In a 6-week, open-label, dermal irritation and sensitization study of NICODERM systems,
7 of 230 patients exhibited definite erythema at 24 hours after application. Upon rechal¬
lenge, 4 patients exhibited mild to moderate contact allergy. Patients with contact sensiti¬
zation should be cautioned that a serious reaction could occur from exposure to other
nicotine-containing products or smoking. In the efficacy trials, erythema following
system removal was typically seen in about 14% of patients, some edema in 3%, and
dropouts due to skin reactions occurred in 2% of patients.
Patients should be instructed to promptly discontinue the use of NICODERM systemsand contact their physicians, if they experience severe or persistent local skin reactions
(eg, severe erythema, pruritus, or edema) at the site of application or a generalized skin
reaction (eg, urticaria, hives, or generalized rash).Patients using NICODERM therapy concurrently with other transdermal products may
exhibit local reactions at both application sites. Reactions were seen in 2 of 7 patientsusing concomitant Estraderm® (estradiol transdermal system) in clinical trials. In such
patients, use of one or both systems may have to be discontinued.

with caution in these patients and only when the benefits of including nicotine
replacement in a smoking-cessation program outweigh the risks.

•auLUiisais
NICODERM systems are usually well tolerated by patients with normal skin, but may be
irritating for patients with some skin disorders (atopic or eczematous dermatitis).
The risks of nicotine replacement in patients with certain cardiovascular and peripheral
vascular diseases should be weighed against the benefits of including nicotine
replacement in a smoking-cessation program tor them. Specifically, patients with
coronary heart disease (history of myocardial infarction and/or angina pectorisj, serious
cardiac arrhythmias, or vasospastic diseases (Buerger s disease, Pnnzmetal's variant
angina) should be carefully screened and evaluated before nicotine replacement is pre¬
scribed.
Tachycardia occurring in association with the use of NICODERM therapy was reported
occasionally. If serious cardiovascular symptoms occur with the use of NICODERM
therapy, it should be discontinued.
NICODERM therapy was as well tolerated as placebo in a controlled trial in patients with
coronary artery disease (see CLINICAL STUDIES). One patient on NICODERM 21mg/day,
two on NICODERM 14 mg/day, and eight on placebo discontinued treatment due to
adverse events.
NICODERM therapy did not affect angina frequency or the appearance of arrhythmias on
Hotter monitoring in these patients.
NICODERM therapy generally should not be used in patients during the immediate post-
myocardial infarction period, patients with serious arrhythmias, and patients with severe
or worsening angina pectoris.
The pharmacokinetics of nicotine have not been studied in the elderly or in patients with
renal or hepatic impairment. However, given that nicotine is extensively metabolized and
that its total system clearance is dependent on liver blood flow, some influence of hepatic
impairment on drug kinetics (reduced clearance) should be anticipated. Only severe renal
impairment would be expected to affect the clearance ot nicotine or its metabolites from
the circulation (see Pharmacokinetics).
NICODERM therapy should be used with caution in patients with hyperthyroidism,
pheochromocytoma, or insulin-dependent diabetes, since nicotine causes the release of
catecholamines by the adrenal medulla.

Nicotine delays healing in peptic ulcer disease; therefore, NICODERM therapy should be
used with caution in patients with active peptic ulcers and only when the benefits of
including nicotine replacement in a smoking-cessation program outweigh the risks.
Accelerated Hypertension
Nicotine therapy constitutes a risk factor for development of malignant hypertension in
patients with accelerated hypertension; therefore, NICODERM therapy should be used

A patient instruction booklet is included in the package of NICODERM systems dispensed
to the patient. The instruction sheet contains important information and instructions on
how to property use and dispose of NICODERM systems. Patients should be encouraged
to ask questions of the physician and pharmacist.
Patients must be advised to keep both used and unused systems out of the reach of
children and pets.

Smoking cessation, with or without nicotine replacement, may alter the pharmacokinetics
of certain concomitant medications.

May Require a Decrease in
Dose at Cessation of Smoking Possible Mechanism
acetaminophen, caffeine,
imipramine, oxazepam,
pentazocine, propranolol,
theophylline
insulin

adrenergic antagonists
(eg, prazosin, labetalol)

Deinduction ot hepatic
enzymes on smoking
cessation.

Increase in subcutaneous
insulin absorption with
smoking cessation.

Decrease in circulating
catecholamines
with smoking cessation.

May Require an Increase in
Dose at Cessation of Smoking Possible Mechanism

adrenergic agonists
(eg, isoproterenol,
phenylephrine)

Decrease in circulating
catecholamines
with smoking cessation.

._ils. Impairment of fertility
Jicotine itself does not appear to be a carcinogen in laboratory animals. However,
nicotine and its metabolites increased the incidences ot tumors in the cheek pouches of
hamsters and forestomach ot F344 rats, respectively, when given in combination with
tumor initiators. One study, which could not be replicated, suggested that connine, the
primary metabolite of nicotine, may cause ly m  ho reticular sarcoma in the large intestine
in rats.
Nicotine and connine were not mutagenic in the Ames Salmonella test. Nicotine induced
repairable DNA damage in an f. coli test system. Nicotine was shown to be genotoxic in
a test system using Chinese hamster ovary cells. In rats and rabbits, implantation can be
delayed or inhibited by a reduction in DNA synthesis that appears to be caused bynicotine. Studies have shown a decrease in liner size in rats treated with nicotine during

Pregnancy Category D (see WARNINGS).
The harmful effects of cigarette smoking on maternal and fetal health are clearly estab¬
lished. These include low birth weight, increased risk of spontaneous abortion, and
increased perinatal mortality. The specific effects of NICODERM therapy on fetal devel¬
opment are unknown. Therefore pregnant smokers should be encouraged to attempt ces¬
sation using educational and behavioral interventions before using pharmacological
approaches.
Spontaneous abortion during nicotine replacement therapy has been reported; as with
smoking, nicotine as a contributing factor cannot be excluded.
NICODERM therapy should be used during pregnancy only if the likelihood of smoking
cessation justifies the potential risk ot use of nicotine replacement by the patient who
may continue to smoke.

Animai Studies: Nicotine was shown to produce skeletal abnormalities in the offspring
of mice when given doses toxic to the dams (25 mg/kg IP or SCI.
Human Studies: Nicotine teratogenicity has not been studied in humans except as a
component of cigarette smoke (each cigarette smoked delivers about 1 mg of nicotine).
It has not been possible to conclude whether cigarette smoking is teratogenic to humans.

Animal Studies: A nicotine bolus (up to 2 mg/kg) to pregnant rhesus monkeys caused
acidosis, hypercarbia, and hypotension (fetal and maternal concentrations were about 20
times those achieved after smoking 1 cigarette in 5 minutes). Fetal breathing movements
were reduced in the fetal lamb after intravenous injection of 0.25 mg/kg nicotine to the
ewe (equivalent to smoking 1 cigarette every 20 seconds for 5 minutes). Uterine blood
flow was reduced about 30% after infusion of 0.1 mg/kg/min nicotine for 20 minutes to
pregnant rhesus monkeys (equivalent to smoking about 6 cigarettes every minute for 20
minutes).
Human Experience: Cigarette smoking during pregnancy is associated with an increased
risk of spontaneous abortion, low birth weight infants, and perinatal mortality. Nicotine
and carbon monoxide are considered the most likely mediators of these outcomes. The
effect of cigarette smoking on fetal cardiovascular parameters has been studied near
term. Cigarettes increased fetal aortic blood flow and heart rate and decreased uterine
blood flow and fetal breathing movements. NICODERM therapy has not been studied in
pregnant humans.
Labor end Delivery
The NICODERM system is not recommended to be left on during labor and delivery. The
effects of nicotine on a mother or the fetus during labor are unknown.

Caution should be exercised when NICOOERM therapy is administered to nursing
women. The safety of NICODERM therapy in nursing infants has not been examined.
Nicotine passes freely into breast milk; the milk to plasma ratio averages 2.9. Nicotine is
absorbed orally An infant has the ability to clear nicotine by hepatic first-pass clearance;
however, the efficiency of removal is probably lowest at birth. The nicotine concentra¬
tions in milk can be expected to be lower with NICODERM therapy, when used as
directed, than with cigarette smoking, as maternal plasma nicotine concentrations are
generally reduced with nicotine replacement. The risk ot exposure of the infant to
nicotine from NICODERM therapy should be weighed against the risks associated with
the infant's exposure to nicotine from continued smoking by the mother (passive smoke
exposure and contamination of breast milk with other components of tobacco smoke)
and from NICODERM therapy alone or in combination with continued smoking.
Pediatrie Use
NICODERM therapy is not recommended for use in children, because the safety and
effectiveness of NICODERM therapy in children and adolescents who smoke have not

fiejjitrjcjjse.
Fifty-six patients over the age of 60 participated in clinical trials of NICOOERM therapy.NICODERM therapy appeared to be as effective in this age group as in younger smokers.
However, asthenia, various body aches, and dizziness occurred slightly more often in
patients over 60 years of age.
ADVERSE REACTIONS
Assessment of adverse events in the 1,131 patients who participated in controlled clinical
trials is complicated by the occurrence of Gl and CNS effects of nicotine withdrawal as
well as nicotine excess. The actual incidences ot both are confounded by concurrent
smoking by many of the patients. When reporting adverse events during the trials, the
investigators did not attempt to identify the cause of the symptom.
The most common adverse event associated with topical nicotine is a short-lived ery¬thema, pruritus, and/or burning at the application site, which was seen at least once in
47% of patients on the NICODERM system in the clinical trials. Local erythema after
system removal was noted at least once in 14% of patients and local edema in 3%.
Erythema generally resolved within 24 hours. Cutaneous hy perse nsitivity (contact sensi¬
tization) occurred in 2% of patients on NICODERM systems (see PRECAUTIONS, Allergic
Reactions).

The following adverse events were reported more frequently in NICOOERM-treated
patients than in placebo-treated patients or exhibited a dose response in clinical trials.
Digestive System: Diarrhea', dyspepsia*
Mouth/Tootn Disorders: Dry mouth*
Musculoskeletal System Artralgia' myalgia"
Nervous System: Abnormal dreams', insomnia (23%), nervousness*
Skin and Appendages: Sweating*
Frequencies for 21 mg/day system* Reported in 3% to 9% of patients
 Reported in 1% to 3% of patients
Unmarked if reported in <1% of patients
Adverse events reported in NICODERM- and placebo-treated patients at about the same
frequency in clinical trials are listed below. The clinical significance of the association
between NICOOERM systems and these events is unknown, but they are reported as
alerting information for the clinician.
Body as a Whole: Asthenia*, back pain', chest paint, pain'

"

e System: Abdominal paint, constipation', nausea', vomiting1
s System: Dizziness', headache (29%), paresthesiat

Respiratory System: Cough increased', pharyngitis*, sinusitis'
Skin and Appendages Rash*
Special Senses: Taste perversion*
Urogenital System Dysmenorrhea'
Frequencies for 21 mg/day systems
'Reported in 3% to 9% of patientstReported in 1% to 3% of patients
Unmarked if reported in <1% of patients
DRUG ABUSE AND DEPENDENCE/TREATMENT OF OVERDOSE
For further information, please see Full Prescribing Information
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We set out to write the world's best current therapy book.
We succeeded!

THE5-MINUTE
CLINICAL CONSULT

1993

MARK DAMBRO, M.D.

(450 contributors)
About 1400 pp. (8 1/2x11),

December 1992, $49.50.
ISBN: 0-8121-1593-7

»Over 1000 medical/surgical problems arranged
alphabetically and cross-indexed to synonyms of each

» Unique 2-page format designed for rapid
retrieval of essential information

» All medication entries and dosages verified by a Pharm.D.

» Annual revisions

»The most coverage on the market

» References listed for additional information and patient
education resources

» Full ICD-9 information included

> 90 day examination period

©
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HIGH BLOOD PRESSURE
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By ignoring the problem, you could raise not only your blood pressure but your risk
of heart attack and stroke as well. And once that happens, your number could be up for
good. To learn more, contact the American Heart Association, 7272 Greenville Avenue,
Box 45, Dallas, TX 75231-4596.

You can help prevent heart disease and stroke. We can tell you how.
*

American Heart Association ^p
This space provided as a public service. ©1992, American Heart Association













Lopressor ®

metoprolol tartrate USP
Tablets
Ampuls
BRIEF SUMMARY/FOR FULL PRESCRIBING
INFORMATION, SEE PACKAGE INSERT)
INDICATIONS AND USAGE

Lopressor tablets are indicated tor the treatment of hypertension.
They may be used alone or In combination with other
antinypertensive agents.
Angina Pectoris
Lopressor is indicated in the long-term treatment ot angina
pectoris.Myocartial Infarction
Lopressor ampuls and tablets are indicated in the treatment of
hemodynamically stable patients with definite orsuspected acute
myocardal infarction to reduce cardiovascular mortality. Treatment
with intravenous Lopressor can be initiated as soon as the patient's
clinica! condition allows (see DOSAGE AND ADMINISTRATION,
CONTRAINDICATIONS, and WARNINGS). Alternatively, treatment
can begin within 3 to 10 days of the acute event (see DOSAGE AND
ADMINISTRATION)
CONTRAINDICATIONS
Hypertension and Angina
Lopressor is contraindicated in sinus bradicardia, heart block
greater than first degree, cardiogenic shock, and overt cardiac
failure (see WARNINGS).
Myocartial Infarction
Lopressor Is contraindicated in patients with a heart rate < 45
beats/min; second- and third-degree heart block; significant first-
degree heart block (P-R interval > 0.24 sec); systolic blood
pressure < 100 mmHg; or moderate-to-severe cardiac failure (see
WARNINGS).
WARNINGS
Hypertension and Angina
Cardiac Failure: Sympathetic stimulation is a vital component
supporting circulatory function in congestive heart failure, and beta
blockade carries the potential hazard of further depressing
myocardial contractility and precipitating more severe failure. In
hypertensive and angina patients who have congestive heart failure
controlled by digitalis and diuretics, Lopressor should be
administered cautiously. Both digitalis and Lopressor slow AV
conduction.
In Pattanti Withouta HistoryotCardiac Failure:Continued
depression of the myocardium with beta-blocking agents over a
period of time can, in some cases, lead to cardiac failure. At the
first sign or symptom of impending cardiac failure, patients should
be fully dlgitaltzed and/or given a diuretic. The response should be
observed closely. If cardiac failure continues, despite adequate
digitalizatlon and diuretic therapy, Lopressor should be withdrawn.

Ischemie Heart Disease: Following abrupt cessation of
therapy with certain beta-blocking agents, exacerbations of
angina pectoris and, in some cases, myocardial infarction
have occurred. When discontinuing chronically administered
Lopressor, particularly in patients with Ischemie heart
disease, the dosage should be gradually reduced over a
period of 1-2 weeks and the patient should be carefully
monitored. If angina markedly worsens or acute coronary
insufficiency develops, Lopressor administration should be
reinstated promptly, at least temporarily, and other measures
appropriate for the management of unstable angina should be
taken. Patients should be warned against interruption or
discontinuation of therapy without the physician's advice.
Because coronary artery disease is common and may be
unrecognized, it may be prudent not to discontinue Lopressor
therapy abruptly even in patients treated only for
hypertension.

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC
DISEASES SHOULD, IN GENERAL, NOT RECEIVE BETA
BLOCKERS. Because ol Its relative beta, selectivity, however,
Lopressor may be used with caution In patients with
bronchospastic disease who do not respond to, or cannot
tolerate, other antinypertensive treatment. Since beta, selectivity
is not absolute, a beta-stimulating agent should be
administered concomnantty, and the lowest possible dose of
Lopressor should be used. In these circumstances ft would be
prudent initially to administer Lopressor in smaller doses three
times daily, Instead of larger doses two Urnes daily, to avoid the
higher plasma levels associated with the longer dosing interval.
(See DOSAGE AND ADMINISTRATION.)
Major Surgery: ne necessity or desirability of withdrawing beta-
blocking therapy prior to maior surgery is controversial; the
impaired ability of the heart to respond to reflex adrenergic stimuli
may augment the risks of general anesthesia and surgicalprocedures.

Lopressor, like other beta blockers, is a competitive inhibitor of
beta-receptor agonists, and Its effects can be reversed byadministration of such agents, e.g., dobutamine or isoproterenol.
However, such patients may be subject to protracted severe
hypotension. Difficulty in restarting and maintaining the heartbeat
has also been reported with beta blockers.
Diabetes and Hypoglycemia: Lopressor should be used with
caution in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with hypoglycemia, but
other manifestations such as dizziness and sweating may not be
significantly affected.
Thyrotoxicosis: Beta-adrenergic blockade may mask certain
clinical signs (e.g., tachycardia) of hyperthyroiaism. Patients
suspected of developing thyrotoxicosis should be managed
carefully to avoid abrupt withdrawal of beta blockade, which might
precipitate a thyroid storm.
Myocardial Infarction
Cardiac Fallara: Sympathetic stimulation is a vital component
supporting circulatory function, and beta blockade carries the
potential hazard of depressing myocardial contractility and
precipitating or exacerbating minimal cardiac failure.

During treatment with Lopressor, the hemodynamic status of
the patient should be carefully monitored. If heart failure occurs or

persists despite appropriate treatment, Lopressor should be
discontinued.
Bradycardia: Lopressor produces a decrease in sinus heart rate in
most patients; this decrease is greatest among patents with high
initial heart rates and least among patients with low initial heart
rates. Acute myocardial Infarction (particularly inferior infarction)
may in Itself produce significant lowering of the sinus rate. If the
sinus rate decreases to < 40 beats/min, particularly if associated
with evidence of lowered cardiac output, atropine (0.25-0.5 mg)
should be administered intravenously. If treatment with atropine is
not successful, Lopressor should be discontinued, and cautious
administration of isoproterenol or installation ot a cardiac
pacemaker should be considered.
AV Block: Lopressor slows AV conduction and may produce
significant first- (P-R Interval 2 0.26 sec), second-, or third-degree
heart block. Acute myocardial Infarction also produces heart block.

If heart block occurs, Lopressor should be discontinued and
atropine (0.25-0.5 mg) should be administered intravenously. If
treatment with atropine is not successful, cautious administration
of isoproterenol or installation of a cardiac pacemaker should be
considered.
Hypotension: If hypotension (systolic blood pressure < 90
mmHg) occurs, Lopressor should be discontinued, and the
hemodynamk; status of the patient and the extent of myocardial
damage carefully assessed. Invasive monitoring of central venous,
pulmonary capillary wedge, and arterial pressures may be required.
Appropriate therapy with fluids, positive inotropic agents, balloon
counterpulsation, or other treatment modalities should be
instituted. If hypotension is associated with sinus bradycardia or
AV block, treatment should be directed at reversing these (see
above).
Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC
DISEASES SHOULD. IN GENERAL, NOT RECEIVE BETA
BLOCKERS. Because of its relative beta, selectivity, Lopressor
may be used with extreme caution in patients with
bronchospastic disease. Because it is unknown to what extent
befa -stimulating agents may exacerbate myocardial ischemia
and the extent ol infarction, these agents should not be used
prophylactically. II bronchospasm not related to congestive
heart failure occurs, Lopressor should be discontinued. A
theophylllne derivative or a beta, agonist may be administered
cautiously, depending on the clinical condition ol the patient.
Both theophylline derivatives and beta, agonists may produce
serious cardiac arrhythmias.
PRECAUTIONS
General
Lopressor should be used with caution in patients with impaired
hepatic function.
Information for Patients
Patients should be advised to take Lopressor regularly and
continuous^, as directed, with or immediately following meals. If a
dose should be missed, the patient should take only the next
scheduled dose (without doubling it). Patients should not
discontinue Lopressor without consulting the physician.

Patients should be advised (1 ) to avoid operating automobiles
and machinery or engaging in other tasks requiring alertness until
the patient's response to therapy with Lopressor has been
determined; (2) to contact the physician if any difficulty in breathing
occurs; (3) to inform the physician or dentist before any type of
surgery that he or she is taking Lopressor.
Laboratory Tests
Clinical laboratory findings may include elevated levels of serum
transaminase, alkaline phosphatase, and lactate dehydrogenase.Drug Interactions
Catecholamlne-depleting drugs (e.g., reserpine) may have an
additive effect when given with beta-blocking agents. Patients
treated with Lopressor plus a catecholamlne depletor should
therefore be closely observed for evidence of hypotension or
marked bradycardia, which may produce vertigo, syncope, or
postural hypotension.
Risk ot Anaphylactic Reaction: While taking beta-blockers, patients
with a history of severe anaphylactic reaction to a variety of
allergens may be more reactive to repeated challenge, either
accidental, diagnostic, or therapeutic. Such patients may be
unresponsive to the usual doses of epinephrine used to treat
allergic reaction.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term studies in animals have been conducted to evaluate
carcinogenic potential. In a 2-year study In rats at three oral
dosage levels of up to 800 mg/kg per day, there was no increase in
the development of spontaneously occurring benign or malignant
neoplasms of any type. The only histologie changes that appeared
to be drug related were an Increased incidence of generally mild
focal accumulation of foamy macrophages in pulmonary alveoli
and a slight increase in biliary hyperpbsia. In a 21 -month study in
Swiss albino mice at three oral dosage levels of up to 750 mg/kg
per day, benign lung tumors (small adenomas) occurred more

frequently in female mice receiving the highest dose than In
untreated control animals. There was no increase in malignant or
total (benign plus malignant) lung tumors, nor In the overall
Incidence of tumors or malignant tumors. This 21 -month study
was repeated in CD-1 mice, and no statistically or biologically
significant differences were observed between treated and control
mice of either sex for any type of tumor.

All mutagenlcity tests performed (a dominant lethal study In
mice, chromosome studies In somatic cells, a Salmonella/
mammalian-mlcrosome mutagenlcity test, and a nucleus anomaly
test In somatic interphase nuclei) were negative.

No evidence of Impaired fertility due to Lopressor was observed
in a study performed in rats at doses up to 55.5 times the
maximum daily human dose of 450 mg.
Pregnancy Category C
Lopressor has been shown to increase postimplantation loss and
decrease neonatal survival in rats at doses up to 55.5 times the
maximum daily human dose of 450 mg. Distribution studies in
mice confirm exposure of the fetus when Lopressor is
administered to the pregnant animal. These studies have revealed
no evidence of impaired fertility or teratogenicity. There are no
adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly
needed.
Nursing Mothers
Lopressor is excreted In breast milk in very small quantity. An

infant consuming 1 liter of breast milk daily would receive a dose of
less than 1 mg of the drug. Caution should be exercised when
Lopressor is administered to a nursing woman.
Pediatrie Use
Safety and effectiveness In children have not been established.
ADVERSE REACTIONS
Hypertension and Angina
Most adverse effects have been mild and transient.
Central Nervous System: Tiredness and dizziness have occurred
in about 10 of 100 patients. Depression has been reported in about
5 of 100 patients. Mental confusion and short-term memory loss
have been reported. Headache, nightmares, and Insomnia have
also been reported.
Cardiovascular: Shortness of breath and bradycardia have
occurred in approximately 3 of 100 patients. Cold extremities;
arterial insufficiency, usually of the Raynaud type; palpitations;
congestive heart failure; peripheral edema; and hypotension have
been reported in about 1 of 100 patients. (SeeCONTRAINDICATIONS, WARNINGS and PRECAUTIONS.)
Respiratory:Wheezing (bronchospasm) and dyspnea have been
reported in about 1 of 100 patients (see WARNINGS).Gastrointestinal: Diarrhea has occurred in about 5 of 100 patients.
Nausea, dry mouth, gastric pain, conslpalon, flatulence, and
heartburn have been reported in about 1 of 100 patients.
Hypersensitive Reactions: Pruritus or rash have occurred in about
5 of 100 patents. Worsening of psoriasis has also been reported.
Miscellaneous: Peyronie's disease has been reported in fewer than
1 of 100,000 patients. Musculoskeletal pain, blurred vision, and
tinnitus have also been reported.

There have been rare reports of reversible alopecia,
agranulocytosls, and dry eyes. Discontlnuabon ot the drug should
be considered if any such reaction is not otherwise explicable.

The oculomucocutaneous syndrome associated with the beta
blocker practolol has not been reported with Lopressor.
Myocardial Infarction
Central Nervous System: Tiredness has been reported in about 1
of 100 patients. Vertigo, sleep disturbances, hallucinations,
headache, dizziness, visual disturbances, confusion, and reduced
libido have also been reported, but a drug relationship is not clear.
Cardiovascular In the randomized comparison of Lopressor and
placebo described in the CLINICAL PHARMACOLOGY section, the
following adverse reactions were reported:

Lopressor Placebo
Hypotension 27.4% 23.2%

(systolic BP< 90 mmHg)
Bradycardia 15.9% 6.7%

(heart rate < 40 beats/min)
Second-or 4.7% 4.7%

third-degree heart block
First-degree 5.3% 1.9%

heart block (P-R > 0.26 sec)
Heart failure 27.5% 29.6%
Respiratory: Dyspnea of pulmonary origin has been reported in
fewer than 1 of 100 patients.
Gastrointestinal: Nausea and abdominal pain have been reported
in fewer than 1 of 100 patients.
Dermatologie: Rash and worsened psoriasis have been reported,
but a drug relationship is not clear.
Miscellaneous: Unstable diabetes and claudication have been
reported, but a drug relationship Is not clear.
Potential Adverse Reactions
A variety of adverse reactions not listed above have been reported
with other beta-adrenergic blocking agents and should be
considered potential adverse reactions to Lopressor.
Central Nervous System: Reversible mental depression
progressing to catatona; an acute reversible syndrome
characterized by disorientation for time and place, short-term
memory loss, emotional lability, slightly clouded sensorium, and
decreased performance on neuropsychometrics.
Cardiovascular Intensification of AV block (see
CONTRAINDICATIONS)
Wemato/oorcrAgranulocytosis, nonthrombocytopenic purpura,
thrombocytopenic purpura.Hypersensitive Reactions: Fever combined with aching and sore
throat, laryngospasm, and respiratory distress.
OVERDOSAGE
Acute Toxicity
Several cases of overdosage have been reported, some leading to
death.

Oral LDs¿s (mg/kg): mice, 1158-2460; rats, 3090-4670.
Signs and Symptoms
Potential signs and symptoms associated with overdosage wrth
Lopressor are bradycardia, hypotension, bronchospasm, and
cardiac failure.
Treatment
There Is no specific antidote.

In general, patients with acute or recent myocardial infarction
may be more hemodynamicalty unstable than other patients and
should be treated accordingly (see WARNINGS, Myocardial
Infarction)On the basis of the pharmacologie actions of Lopressor, the
following general measures should be employed:
Elimination ol the Drug: Gastric lavage should be performed.
Bradycardia: Atropine should be administered. If there is no
response to vagai blockade, isoproterenol should be administered
cautiously.
HKPO'ens'on-'Avasopressor should be administered, e.g.,
levarterenol or dopamine.
Bronchospasm: A betSL-stimulatlng agent and/or a theophylline
derivative should be administered.
Cardiac Failure: A digitalis glycoslde and diuretic should be
administered. In shock resulting from inadequate cardiac
contractility, administration of dobutamine, isoproterenol, or
glucagon may be considered.
Printed in U.S.A. C92-26 (Rev. 4/92)
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s Moved to CNBC

Now you can watch American Medical Television Saturday and Sunday on CNBC, the cable arm of the NBC network. The new

AMT offers the physician CME programs Saturday and Sunday from 10:00 am-l:00 pm (ET). AMT also offers entertaining
health and lifestyle segments for your patients from 1:00 pm-3:00 pm ( ET ) Saturday and Sunday. That's ten full hours of
medical information every weekend! Watching AMT is an enjoyable and convenient way to earn Category I and II CME credits.

CME Programming for the Health
Professional

Here's how it works:

• After viewing Category I programs, physicians should
call 800 398-CNBC to order a study guide and an

evaluation form. Review the guide and return a com¬

pleted program evaluation. A Category I certificate will
be mailed to you.

• For Category II credit, each physician should maintain
a record of his or her own AMT viewing schedule.

For more information, or to order study guides or evalua¬
tion forms, physicians should call 800 398-CNBC.

Consumer Health Shows
Every Weekend

CNBC also offers your patients consumer health programs
every weekend from 1:00 pm to 3:00 pm ( ET ). Your
patients can tune in every Saturday and Sunday for interest¬
ing and fast-paced shows like Living Well America!, Health
Styles, Ask the Doctor, and Heart Healthy Cooking.

AMT Video Digest
If your schedule doesn't permit you to tune into AMT,
consider AMT Video Digest. Each month, AMT Video
Digest delivers all the materials you need to earn CME
credit at your own pace in your own home. For more

information or to order a subscription, call 800 398-CNBC.

The Program Line-up

Every Saturday and Sunday on CNBC:

For the Doctor
10:00 am

10:30 am

11:30 am

12:00-1:00 pm

For Your Patients
1:00 pm
1:30 pm
2:00 pm
2:15 pm
2:30 pm

From the Hill
Medical Rounds
Journal Watch ( Sat. )
Milestones in Medicine (Sun.)
The AMA VideoClinic Hour

Living Well America!
Health Styles
Ask the Doctor
Heart Healthy Cooking
Living Well America! (Sat.
Health Styles (Sun.)

Every Sunday on The
Discovery Channel:

For Your Patients
9:00 am Health Styles
9:30 am Living Well America !
(all times are Eastern)

How to Get CNBC

To find out the CNBC channel in your area, call
800 SMART-TV. Don't miss out! If CNBC is not available
in your area, contact your local cable company to request
CNBC programming.

American Medical Television isproduced in conjunction
with the American Medical Association.

<§NBC
Information That Hits Home
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Trental® 400 mg Tablets
(pentoxifylline)
A brief summary of the Prescribing Information follows.
INDICATIONS AND USAGE:
Trental* (pentoxifylline) is indicated for the treatment of patients with intermittent claudi¬
cation on the basis of chronic occlusive arterial disease of the limbs. Trental" (pentoxifylline)
can improve function and symptoms but is not intended to replace more definitive therapy,
such as surgical bypass, or removal of arterial obstructions when treating peripheral vascu¬
lar disease.
CONTRAINDICATIONS:
Trental* (pentoxifylline) should not be used in patients with recent cerebral and/or retinal
hemorrhage, or in patients who have previously exhibited intolerance to this product or
methylxanthines such as caffeine, theophylline, and theobromine.
PRECAUTIONS:
General: Patients with chronic occlusive arterial disease of the limbs frequently show
other manifestations of arteriosclerotic disease. Trental* (pentoxifylline) has been used
safely for treatment of peripheral arterial disease in patients with concurrent coronary
artery and cerebrovascular diseases, but there have been occasional reports of angina, hy¬
potension, and arrhythmia. Controlled trials do not show that Trental* (pentoxifylline)
causes such adverse effects more often than placebo, but, as it is a methylxanthine deriva¬
tive, it is possible some individuals will experience such responses. Patients on warfarin
should have more frequent monitoring of prothrombin times, while patients with other risk
factors complicated by hemorrhage (e.g., recent surgery, peptic ulcération, cerebral and/or
retinal bleeding) should have periodic examinations for bleeding including hematocrit
and/or hemoglobin.
Drug Interactions: Although a causal relationship has not been established, there have
been reports of bleeding and/or prolonged prothrombin time in patients treated with
Trental* (pentoxifylline) with and without anticoagulants or platelet aggregation inhibitors.
Patients on warfarin should have more frequent monitoring of prothrombin times, while
patients with other risk factors complicated by hemorrhage (e.g., recent surgery, peptic ul¬
cération) should have periodic examinations for bleeding including hematocrit and/or
hemoglobin. Trental* (pentoxifylline) has been used concurrently with antinypertensive
drugs, beta blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics without
observed problems. Small decreases in blood pressure have been observed in some pa¬
tients treated with Trental* (pentoxifylline); periodic systemic blood pressure monitoring is
recommended for patients receiving concomitant antihypertensive therapy. If indicated,
dosage of the antinypertensive agents should be reduced.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies of the
carcinogenic potential of pentoxifylline were conducted in mice and rats by dietary admin¬
istration of the drug at doses up to approximately 24 times (570 mg/kg) the maximum rec¬
ommended human daily dose (MRHD) of 24 mg/kg for 18 months in mice and 18 months
in rats with an additional 6 months without drug exposure in the latter. No carcinogenic
potential for pentoxifylline was noted in the mouse study. In the rat study, there was a sta¬
tistically significant increase in benign mammary fibroadenomas in females in the high
dose group (24  MRHD). The relevance of this finding to human use is uncertain since this
was only a marginal statistically significant increase for a tumor that is common in aged
rats. Pentoxifylline was devoid of mutagenic activity in various strains of Salmonella (Ames
test) when tested in the presence and absence of metabolic activation.
Pregnancy: Category C. Teratogenic studies have been performed in rats and rabbits at
oral doses up to about 25 and 10 times the maximum recommended human daily dose
(MRHD) of 24 mg/kg, respectively. No evidence of fetal malformation was observed.
Increased résorption was seen in rats at 25 times MRHD. There are, however, no adequate
and well-controlled studies in pregnant women. Because animal reproduction studies are
not always predictive of human response, Trental* (pentoxifylline) should be used during
pregnancy only if clearly needed.

Nursing Mothers: Pentoxifylline and its metabolites are excreted in human milk. Because
of the potential for tumorigenicity shown for pentoxifylline in rats, a decision should be
made whether to discontinue nursing or discontinue the drug, taking into account the im¬
portance of the drug to the mother.
Pediatrie Use: Safety and effectiveness in children below the age of 18 years have not
been established.
ADVERSE REACTIONS:
Clinical trials were conducted using either controlled-release Trental* (pentoxifylline)
tablets for up to 60 weeks or immediate-release Trental* (pentoxifylline) capsules for up to
24 weeks. Dosage ranges in the tablet studies were 400 mg bid to tid and in the capsule
studies, 200-400 mg tid.
The table summarizes the incidence (in percent) of adverse reactions considered drug-re¬
lated, as well as the numbers of patients who received controlled-release Trental* (pentoxi¬
fylline) tablets, immediate-release Trental* (pentoxifylline) capsules, or the corresponding
placebos. The incidence of adverse reactions was higher in the capsule studies (where
dose-related increases were seen in digestive and nervous system side effects) than in the
tablet studies. Studies with the capsule include domestic experience, whereas studies with
the controlled-release tablets were conducted outside the U.S. The table indicates that in
the tablet studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS
Controlled-Release

Tablets
Commercially

Available

Trental»
(321)
3.1

Placebo
(128)

0

Immediate-Release
Capsules

Used Only for
Controlled Clinical

Trials
Trental" Placebo

(177) (138)
9.6 7.2

(Numbers of Patients at Risk)
Discontinued for Side Effect
CARDIOVASCULAR SYSTEM

Angina/Chest Pain 0.3
—

1.1 2.2
Arrhythmia/Palpitation

— —

1.7 0.7
Flushing

— —

2.3 0.7
DIGESTIVE SYSTEM

Abdominal Discomfort
— —

4.0 1.4
Belching/Flatus/Bloating 0.6

—

9.0 3.6
Diarrhea

— —

3.4 2.9
Dyspepsia 2.8 4.7 9.6 2.9
Nausea 2.2 0.8 28.8 8.7
Vomiting 1.2

—

4.5 0.7
NERVOUS SYSTEM

Agitation/Nervousness
— —

1.7 0.7
Dizziness 1.9 3.1 11.9 4.3
Drowsiness

— —

1.1 5.8
Headache 1.2 1.6 6.2 5.8
Insomnia

— —

2.3 2.2
Tremor 0.3 0.8

— —Blurred Vision
— —

2.3 1.4
Trental* (pentoxifylline) has been marketed in Europe and elsewhere since 1972. In addi¬
tion to the above symptoms, the following have been reported spontaneously since mar¬
keting or occurred in other clinical trials with an incidence of less than 1 %; the causal rela¬
tionship was uncertain:

Cardiovascular-dyspnea, edema, hypotension.
Digestive

-

anorexia, cholecystitis, constipation, dry mouth/thirst.
Nervous

-

anxiety, confusion, depression, seizures.
Respiratory

-

epistaxis, flu-like symptoms, laryngitis, nasal congestion.
Skin and Appendages

-

brittle fingernails, pruritus, rash, urticaria, angioedema.
Special Senses

-

blurred vision, conjunctivitis, earache, scotoma.
Miscellaneous

-

bad taste, excessive salivation, leukopenia, malaise, sore
throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since marketing in 1972.
Although they occurred under circumstances in which a causal relationship with pentoxi¬
fylline could not be established, they are listed to serve as information for physicians:
Cardiovascular

—

angina, arrhythmia, tachycardia, anaphylactoid reactions; Digestive
—hepatitis, jaundice, increased liver enzymes; and Hemic and Lymphatic— decreased serum

fibrinogen, pancytopenia, aplastic anemia, leukemia, purpura, thrombocytopenia.
OVERDOSAGE:
Overdosage with Trental* (pentoxifylline) has been reported in children and adults.
Symptoms appear to be dose-related. A report from a poison control center on 44 pa¬
tients taking overdoses of enteric-coated pentoxifylline tablets noted that symptoms usu¬
ally occurred 4-5 hours after ingestion and lasted about 12 hours. The highest amount in¬
gested was 80 mg/kg; flushing, hypotension, convulsions, somnolence, loss of conscious¬
ness, fever, and agitation occurred. All patients recovered.
In addition to symptomatic treatment and gastric lavage, special attention must be given to
supporting respiration, maintaining systemic blood pressure, and controlling convulsions.
Activated charcoal has been used to adsorb pentoxifylline in patients who have overdosed.
DOSAGE AND ADMINISTRATION:
The usual dosage of Trental* (pentoxifylline) in controlled-release tablet form is one tablet
(400 mg) three times a day with meals.
While the effect of Trental* (pentoxifylline) may be seen within 2 to 4 weeks, it is recom¬
mended that treatment be continued for at least 8 weeks. Efficacy has been demonstrated
in double-blind clinical studies of 6 months' duration. Digestive and central nervous system
side effects are dose-related. If patients develop these side effects it is recommended that
the dosage be lowered to one tablet twice a day (800 mg/day). If side effects persist at this
lower dosage, the administration of Trental* (pentoxifylline) should be discontinued.
Trental* REG TM HOECHST AG

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876-1258

The name and logo HOECHST are registered trademarks of Hoechst AG
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Patients with intermittent claudication
may report other symptoms first:

• Cold feet · Hair loss and trophic skin changes
• Paresthesia and numbness · Delayed healing of superficial injuries

You're most likely to hear them from:
• Patients over 50 · Smokers of more than 25 years1
• Type II diabetics · Hypertensives with elevated triglycéride

and depressed HDL levels

TRENTAL® increases pain-free walking distance and
improves microcirculatory blood flow214*+:

• Lowers whole blood viscosity · Increases white cell flexibility and inhibits
• Increases red cell flexibility neutrophil adhesion and activation
• Lowers red cell aggregation t The clinical significance, if any,
• Lowers platelet aggregation 0f these laboratory findings
• Lowers fibrinogen levels has not been established.

3x3 = Success:
• Patients may improve gradually

over 3 months*
• The usual dosage of TRENTAL® is

one 400-mg tablet 3 times a day,
with meals

Excellent safety profile:
• TRENTAL® has been used con¬

currently with a nti hypertensive,
beta-blocker, digitalis, diuretic,
antidiabetic and antiarrhythmic
regimens without observed
problems

• Therapy must be continued
to sustain improvement

• Patients on warfarin should have
more frequent monitoring of pro¬
thrombin time; periodic systemic blood
pressure monitoring is recommended
for patients receiving concomitant
antinypertensive therapy

®
400 mg
Tablets

t.i.d.Trental
(pentoxifylline)

The only proven-effective agent
for intermittent claudication—a symptom
of peripheral arterial disease

*TRENTAL® can improve function and symptoms but is not
intended to replace more definitive therapy such as surgery.

* While the effect of TRENTAL® may be seen within 2 to 4 weeks, it is recommended
that treatment be continued for at least 8 weeks.
© 1991 by Hoechst-Roussel Pharmaceuticals Incorporated.
Please see references and brief summary of prescribing information on following page.



























NIZORAL íkEtoconazob)2% Cream
Before prescribing please consult complete prescribing information,
of which the following is a brief summary.

MICROBIOLOGY: Ketoconazole is a broad spectrum synthetic anti-
fungal agent which inhibits the in vitro growth of the following common
dermatophytes and yeasts by altering the permeability of the cell
membrane: dermatophytes: Trichophyton rubrum, T. mentagmphytes,
T. tonsurans, Microsporum canis, M. audouini, M. gypseum and Epider-
mophyton floccosum: yeasts: Candida albicans, Malassezia ovale
(Pityrosporum ovale) and C. tropicalis; and the organism responsible
for tinea versicolor, Malassezia furfur (Pityrosporum orbiculare). Only
those organisms listed In the INDICATIONS AND USAGE Section have
been proven to be clinically affected. Development of resistance to
ketoconazole has not been reported.
INDICATIONS AND USAGE: NIZORAL® (ketoconazole) 2% Cream is
indicated for the topical treatment of tinea corporis and tinea cruris
caused by Trichophyton rubrum, I mentagrophytes" and Epidermo-
phyton floccosum: in the treatment of tinea (pityriasis) versicolor
caused by Malassezia furfur (Pityrosporum orbiculare): in the treat¬
ment of cutaneous candidiasis caused by Candida spp. and in the
treatment ot seborrheic dermatitis.

"Efficacy for this organism in this organ system was studied in fewer
than ten infections.
CONTRAINDICATIONS: NIZORAL® (ketoconazole) 2% Cream is
contraindicated in persons who have shown hypersensltivity to the
active or excipient ingredients of this formulation.
WARNINGS: NIZORAL® (ketoconazole) 2% Cream is not for ophthal¬
mic use.

NIZORAL® (ketoconazole) 2% Cream contains sodium sulfite
anhydrous, a sulfite that may cause allergic-type reactions including
anaphylactic symptoms and life-threatening or less severe asthmatic
episodes in certain susceptible people The overall prevalence of sulfite
sensitivity in the general population is unknown and probably low.
Sultlte sensitivity is seen more frequently In asthmatic than in non-
asthmatic people.
PRECAUTIONS: General: If a reaction suggesting sensitivity or
chemical irritation should occur, use of the medication should be dis¬
continued. Hepatitis (1:10,000 reported incidence) and, at high doses,
lowered testosterone and ACTH induced corticosteroid serum levels
have been seen with orally administered ketoconazole; these effects
have not been seen with topical ketoconazole
Carclnogenesis, Mutigenesis, Impairment of Fertility: A
long-term feeding study In Swiss Albino mice and in Wistar rats showed
no evidence of oncogenlc activity. The dominant lethal mutation test in
male and female mice revealed that single oral doses of ketoconazole
as high as 80 mg/kg produced no mutation in any stage of germ cell
development. The Ames' Salmonella microsomal activator assay was
also negative.
Pregnancy: Teratogenlc effects: Pregnancy Category C:
Ketoconazole has been shown to be teratogenlc (syndactylia and
oligodactylia) in the rat when given orally in the diet at 80 mg/kg/day,
(10 times the maximum recommended human oral dose). However,
these effects may be related to maternal toxlcity, which was seen at
this and higher dose levels.

There are no adequate and well-controlled studies In pregnant
women. Ketoconazole should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It is not known whether NIZORAL® (ketoconazole)
2% Cream administered topically could result in sufficient systemic ab¬
sorption to produce detectable quantities in breast milk. Nevertheless, a
decision should be made whether to discontinue nursing or discontinue
the drug, taking Into account the importance of the drug to the mother.
Pediatrie Use: Safety and effectiveness in children have not been
pstílbiished
ADVERSE REACTIONS: During clinical trials 45 (5.0%) of 905 patients
treated with NIZORAL® (ketoconazole) 2% Cream and 5 (2.4%) of 208
patients treated with placebo reported side effects consisting mainly of
severe irritation, pruritus and stinging. One of the patients treated with
NIZORAL® Cream developed a painful allergic reaction.
DOSAGE AND ADMINISTRATION: Cutaneous candidiasis, tinea cor¬
poris, tinea cruris, and tinea (pityriasis) versicolor: It is recommended
that NIZORAL® (ketoconazole) 2% Cream be applied once daily to
cover the affected and immediate surrounding area. Clinical improve¬
ment may be seen fairly soon after treatment is begun; however, candi¬
dai infections and tinea cruris and corporis should be treated for two
weeks in order to reduce the possibility of recurrence Patients with
tinea versicolor usually require two weeks of treatment.

Seborrheic dermatitis: NIZORAL® (ketoconazole) 2% Cream should
be applied to the affected area twice dally for four weeks or until
clinical clearing.

If a patient shows no clinical Improvement after the treatment period,
the diagnosis should be redetermined.
Manufactured by: ALTANA, INC., Melville, N.Y. 11747
Revised Nov. 1987 Feb. 1988 U.S. Patent No. 4,335,125 1P41J98G-M

NIZORAL
Before prescribing, please consult complete prescribing information,
of which the following is a brief summary.
WARNING: Ketoconazole has been associated with hepatic toxicity,
including some fatalities. Patients receiving this drug should be in¬
formed by the physician of the risk and should be closely monitored.
See WARNINGS and PRECAUTIONS sections.

CLINICAL PHARMACOLOGV: NIZORAL is active against clinical
infections with Blastomyces dermatitidis, Candida spp., Coccidioides
immitis, Histoplasma capsulatum, Paracoccidioides brasiliensis, and
Phialophora spp. It is also active against Trichophyton spp., Epidermo-
phyton spp., and Microsporum spp. NIZORAL is active in vitro against
a variety ot fungi and yeast. In animal models, activity has been demon¬
strated against Candida spp., Blastomyces dermatitidis, Histoplasma
capsulatum, Malassezia furfur, Coccidioides immitis, and Crypto-
coccus neoformans.
INDICATIONS AND USAGE: NIZORAL (ketoconazole) is indicated for
the treatment of the following systemic fungal Infections: candidiasis,
chronic mucocutaneous candidiasis, oral thrush, candiduria, blastomy-
cosis, coccidioidomycosis, histoplasmosls, chromomycosls, and para-
coccidioldomycosis. NIZORAL should not be used for fungal meningitis
because It penetrates poorly into the cerebral-spinal fluid.

NIZORAL is also indicated for the treatment of patients with severe
recalcitrant cutaneous dermatophyte infections who have not respond¬
ed to topical therapy or oral griseofulvin, or who are unable to take
griseofulvin.
CONTRAINDICATIONS: NIZORAL is contraindicated in patients who
have shown hypersensitivlty to the drug.
WARNINGS: Hepatotoxicity. primarily of the hepatocellular tips, lus been
associated Witti the use of NIZORAL (ketoconazole). including rare fatalities. The
reported incidence of hepatotoxicity his been about 1:10,000 exposed patients,
but this probably represents some degree of under-reporting, as is the case for
most reported adverse reactions to drugs. The median duration of ketoconazole
therapy in patients who developed symptomatic hepatotoxicity was about 28 days,
although the range extended to as low as 3 days. The hepatic injury has usually,
but not always, been reversible upon discontinuation of NIZORAL (ketoconazole)
treatment. Several cases of hepatitis have been reported in children.

Prompt recognition of liver injury is essential. Liver function tests
(such as SGGT, alkaline phosphatase, SGPT, SGOT and bilirubin) should
be measured before starting treatment and at frequent intervals during
treatment. Patients receiving ketoconazole concurrently with other
potentially hepatotoxic drugs should be carefully monitored, particu¬
larly those patients requiring prolonged therapy or those who have had
a history of liver disease.

Most of the reported cases of hepatic toxlcity have to date been
In patients treated for onychomycosis. Of 180 patients worldwide
developing idiosyncratic liver dysfunction during ketoconazole therapy,
61.3% had onychomycosis and 16.8% had chronic recalcitrant
dermatophytoses.Transient minor elevations in liver enzymes have occurred during
ketoconazole treatment. The drug should be discontinued if these
persist, if the abnormalities worsen, or if the abnormalities become
accompanied by symptoms of possible liver injury.
In rare cases anaphylaxis has been reported after the first dose. Several cases
of hypersensitivlty reactions Including urticaria have also been reported.

In European clinical trials Involving 350 patients with metastatic pros¬
tata cancer, eleven deaths were reported within two weeks of starting
treatment with high doses of ketoconazole (1200 mg/day). It Is not
possible to ascertain from the information available whether death was
related to ketoconazole therapy in these patients with serious under¬
lying disease. However, high doses of ketoconazole are known to
suppress adrenal corticosteroid secretion.

In female rats treated three to six months with ketoconazole at dose
levels of 80 mg/kg and higher, increased fragility of long bones, in
some cases leading to fracture, was seen. The maximum "no-effect"
dose level In these studies was 20 mg/kg (2.5 times the maximum
recommended human dose). The mechanism responsible for this
phenomenon is obscure. Limited studies in dogs failed to demonstrate
such an effect on the metacarpals and ribs.
PRECAUTIONS: General: NIZORAL (ketoconazole) has been demon¬
strated to lower serum testosterone. Once therapy with NIZORAL has
been discontinued, serum testosterone levels return to baseline values.
Testosterone levels are Impaired with doses of 800 mg per day and
abolished by 1600 mg per day. NIZORAL also decreases ACTH induced
corticosteroid serum levels at similar high doses. The recommended
dose of 200 mg

-

400 mg daily should be followed closely.
In four subjects with drug-induced achlorhydria, a marked reduction

in NIZORAL absorption was observed. NIZORAL requires acidity for dis¬
solution. If concomitant antacids, antlchollnergics, and H2-blockers are
needed, they should be given at least two hours after NIZORAL adminis¬
tration. In cases of achlorhydria, the patients should be instructed to
dissolve each tablet in 4 ml aqueous solution of 0.2  HCI. For ingesting
the resulting mixture, they should use a drinking straw so as to avoid
contact with the teeth. This administration should be followed with a
cup of tap water.
Information for Patients: Patients should be instructed to report
any signs and symptoms which may suggest liver dysfunction so that appro¬
priate biochemical testing can be done. Such signs and symptoms may
include unusual fatigue, anorexia, nausea and/or vomiting, jaundice, dark
urine or pale stools (see WARNINGS).

Drug Interactions: Imidazole compounds like ketoconazole may en¬
hance the anticoagulant effect ot coumarin-like drugs. In simultaneous
treatment with imidazole drugs and coumarin drugs, the anticoagulant
effect should be carefully titrated and monitored.

Concomitant administration of rifampin with ketoconazole reduces
the blood levels of the latter. INH (Isoniazld) is also reported to affect
ketoconazole concentrations adversely. These drugs should not be
given concomitantly.

Ketoconazole increases the blood level of cyclosporin A. Blood levels
of cyclosporin A should be monitored if the two drugs are given
concomitantly.

Concomitant administration of ketoconazole with phenytoin may
alter the metabolism of one or both of the drugs. It is suggested to
monitor both ketoconazole and phenytoin.Because severe hypoglycemia has been reported In patients con¬
comitantly receiving oral miconazole (an imidazole) and oral hypogly¬
cémie agents, such a potential Interaction involving the latter agents
when used concomitantly with ketoconazole (an imidazole) can not be
ruled out.

Preliminary evidence shows that ketoconazole inhibits the metabo¬
lism of terfenadine, resulting in an increased plasma concentration of
terfenadine and a delay in the elimination of its acid metabolite. In¬
creased plasma concentration of terfenadine or its acid metabolite
may result In prolonged QT Intervals. Cases of torsades de pointes and
other ventricular dysrhythmlas have been reported in patients taking
terfenadine concurrently with ketoconazole. Concurrent administration
of terfenadine with ketoconazole is not recommended.

Carclnogenesis, Mutagenesis, Impairment ofFertility: The dominant
lethal mutation test in male and female mice revealed that single oral
doses of NIZORAL as high as 80 mg/kg produced no mutation in anystage of germ cell development. The Ames Salmonella microsomal acti¬
vator assay was also negative A long term feeding study in Swiss Al¬
bino mice and in Wistar rats showed no evidence of oncogenic activity.

Pregnancy: Teratogenic effects: Pregnancy Category C NIZORAL
(ketoconazole) has been shown to be teratogenlc (syndactylia and oli¬
godactylia) in the rat when given in the diet at 80 mg/kg/day, (10 times
the maximum recommended human dose). However, these effects may
be related to maternal toxicity, evidence of which also was seen at this
and higher dose levels.

There are no adequate and well controlled studies in pregnant
women. NIZORAL should be used during pregnancy only If the potential
benefit justifies the potential risk to the fetus.

Nonteratogenic effects: NIZORAL has also been found to be embryo-
toxic In the rat when given in the diet at doses higher than 80 mg/kg
during the first trimester of gestation.

In addition, dystocia (difficult labor) was noted in rats administered
NIZORAL during the third trimester of gestation. This occurred when
NIZORAL was administered at doses higher than 10 mg/kg (higher than
1.25 times the maximum human dose).

It is likely that both the malformations and the embryotoxicity result¬
ing from the administration of NIZORAL (ketoconazole) during gestation
are a reflection of the particular sensitivity of the female rat to this drug.
For example, the oral LD50 ot NIZORAL given by gavage to the female
rat is 166 mg/kg whereas in the male rat the oral LD50 Is 287 mg/kg.

Nursing Mothers: Since NIZORAL Is probably excreted in the milk,
mothers who are under treatment should not breast feed.

Pediatrie Use: NIZORAL has not been systematically studied in chil¬
dren of any age, and essentially no Information is available on children
under 2 years. NIZORAL should not be used in pediatrie patients unless
the potential benefit outweighs the risks.
ADVERSE REACTIONS: In rare cases, anaphylaxis has been reported after
the first dose. Several cases of hypersensitivlty reactions including
urticaria have also been reported. However, the most frequent adverse
reactions were nausea and/or vomiting in approximately 3%, abdominal
pain In 1.2%, pruritus in 1.5%, and the following in less than 1% of the
patients: headache, dizziness, somnolence, fever and chills, photo¬
phobia, diarrhea, gynecomastia, impotence, thrombocytopenla, leuko-
penia, hemolytic anemia, and bulging fontanelles. Oligospermia has
been reported in ¡nvestlgational studies with the drug at dosages above
those currently approved. Although oligospermia has not been reported
at dosages up to 400 mg dally, sperm counts have been obtained
infrequently in patients treated with these dosages. Most of these
reactions were mild and transient and rarely required discontinuation
of NIZORAL. In contrast, the rare occurrences of hepatic dysfunction
require special attention (see WARNINGS).

Neuropsychiatrie disturbances, including suicidal tendencies and
severe depression, have occurred rarely In patients using NIZORAL.
OVERDOSAGE: In the event of accidental overdosage, supportive
measures, including gastric lavage with sodium bicarbonate, should
be employed.

Rev. March 1989, April 1991 U.S. Patent 4,335,125

NIZORAL,(ketoconazole) 2% Shampoo
Before prescribing, please consult complete prescribing information
of which the following is a brief summary.

MICROBIOLOGY: NIZORAL® (ketoconazole) is a broad-spectrum
synthetic antlfungal agent which inhibits the growth of the following
common dermatophytes and yeasts by altering the permeability of the
cell membrane: dermatophytes: Trichophyton rubrum,  mentagro¬
phytes,  tonsurans, Micmsporum canis, M. audouini, M. gypseum
and Epidermophyton floccosum: yeasts: Candida albicans, C. tropicalis,
Pityrosporum ovale (Malassezia ovale) and Pityrosporum orbiculare
(M. furfur). Development of resistance by these microorganisms to
ketoconazole has not been reported.
INDICATIONS AND USAGE: NIZORAL® (ketoconazole) 2% Shampoo
Is indicated for the reduction of scaling due to dandruff.
CONTRAINDICATIONS: NIZORAL® (ketoconazole) 2% Shampoo is
contraindicated in persons who have shown hypersensitivlty to the
active ingredient or excipients of this formulation.
PRECAUTIONS: General: If a reaction suggesting sensitivity or chemi¬
cal Irritation should occur, use of the medication should be discontinued.
Information for Patients: May be irritating to mucous membranes
of the eyes and contact with this area should be avoided.

There have been reports that use of the shampoo resulted in removal
of the curl from pemanently waved hair.
Carclnogenesis, Mutagenesis, Impairment ot Fertility: The
dominant lethal mutation test in male and female mice revealed that
single oral doses of ketoconazole as high as 80 mg/kg produced no
mutation In any stage of germ cell development. The Ames Salmonella
microsomal activator assay was also negative. A long-term feeding
study of ketoconazole in Swiss Albino mice and in Wistar rats showed
no evidence of oncogenic activity.
Pregnancy: Teratogenlc effects: Pregnancy Category C:
Ketoconazole Is not detected in plasma after chronic shampooing.
Ketoconazole has been shown to be teratogenlc (syndactylia and
oligodactylia) In the rat when given orally in the diet at 80 mg/kg/day
(10 times the maximum recommended human oral dose). However,
these effects may be related to maternal toxlcity, which was seen at
this and higher dose levels.

There are no adequate and well-controlled studies in pregnant
women. Ketoconazole should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.
Nursing mothers: Ketoconazole is not detected in plasma after
chronic shampooing. Nevertheless, caution should be exercised when
NIZORAL® (ketoconazole) 2% Shampoo Is administered to a nursing
woman.
Pediatrie Use: Safety and effectiveness in children have not been
established.
ADVERSE REACTIONS: In 11 double-blind trials in 264 patients using
ketoconazole 2% shampoo, an increase in normal hair loss and irritation
occurred In less than 1% of patients. In three open-label safety trials
in which 41 patients shampooed 4-10 times weekly for six months, the
following adverse experiences each occurred once: abnormal hair tex¬
ture, scalp pustules, mild dryness of the skin, and itching. As with other
shampoos, oiliness and dryness of hair and scalp have been reported.
OVERDOSAGE: NIZORAL® (ketoconazole) 2% Shampoo is intended
for external use only. In the event of ingestion, supportive measures,
including gastric lavage with sodium bicarbonate, should be employed.
HOW SUPPLIED: NIZORAL® (ketoconazole) 2% Shampoo is a pink
liquid supplied in a 4-fiuid ounce nonbreakable plastic bottle
(NDC 50458-223-04).
Storage conditions: Store at a temperature not above 25°C (77°F).
Protect from light.
Manufactured by: Janssen Pharmaceutica n.v, Beerse, Belgium
Printed June 1990 U.S. Patent No. 4,335,125 7500001-M

Distributed by: Janssen Pharmaceutica Inc., Tltusville, NJ 08560

world leader in antlmycotic research
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RELAFEN®
brand of nabumetone
See complete prescribing information in Smith Kline Beecham Pharmaceuticals literature or PDR. The fol¬
lowing is a brief summary.
CLINICAL PHARMACOLOGY: Relaten is a nonsteroidal anti-inflammatory drug (NSAID) that exhibits anti-
inflammatory, analgesic and antipyretic properties in pharmacologie studies. As with other nonsteroidal anti-
inflammatory agents, its mode of action is not known. However, the ability to inhibit prostaglandin synthesis
may be involved in the anti-inflammatory effect.
The parent compound is a prodrug, which undergoes hepatic biotransformation to the active component,
6-methoxy-2-naphthylacetic acid (6MNA), a potent inhibitor of prostaglandin synthesis.
INDICATIONS AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheuma¬
toid arthritis.
CONTRAINDICATIONS: Patients (1) who have previously exhibited hypersensitivlty to it; (2) in whom Relaten,
aspirin or other NSAIDs induce asthma, urticaria or other allergic-type reactions.
WARNINGS: Remain alert for ulcération and bleeding in patients treated chronically, even in the absence of
previous G.I. tract symptoms.
In controlled clinical trials involving 1,677 patients treated with Relaten (1,140 followed for one year and 927 for
two years), the cumulative incidence of peptic ulcers was 0.3% {95% CI; 0%, 0.6%) at three to six months,
0.5% (95% CI; 0.1%, 0.9%) at one year and 0.8% (95% CI; 0.3%, 1.3%) at two years. Inform patients of the
signs and symptoms of serious G.I. toxicity and what steps to take if they occur. In patients with active pepticulcer, weigh the benefits of Relaten therapy against possible hazards, institute an appropriate ulcer treatment
regimen and monitor the patients' progress carefully.
In considering the use of relatively large doses (within the recommended dosage range), anticipate benefit
sufficient to offset the potential increased risk of G.I. toxicity.
PRECAUTIONS: Because nabumetone undergoes extensive hepatic metabolism, no adjustment of Relaten dos¬
age is generally necessary in patients with renal insufficiency. However, as with all NSAIDs, monitor patients
with impaired renal function more closely than patients with normal renal function.
Evaluate patients with symptoms and/or signs suggesting liver dysfunction, or in whom an abnormal liver test
has occurred, for evidence of the development of a more severe hepatic reaction while on Relaten therapy. If
abnormal liver tests persist or worsen, if clinical signs and symptoms consistent with liver disease develop, or
if systemic manifestations occur (e.g., eosinophilia, rash, etc.), discontinue Relaten. Use Relaten cautiously in
patients with severe hepatic impairment.
As with other NSAIDs, use Reiafen cautiously in patients with a history of congestive heart failure, hypertension
or other conditions predisposing to fluid retention.
Based on U.V. light photosensitivity testing, Relaten may be associated with more reactions to sun exposure
than might be expected based on skin tanning types.
Physicians may wish to discuss with their patients the potential risks (see WARNINGS, PRECAUTIONS and
ADVERSE REACTIONS) and likely benefits of NSAID treatment, particularly when the drugs are used for less
serious conditions where treatment without NSAIDs may represent an acceptable alternative to both the patient
and the physician.
Exercise caution when administering Relaten with warfarin since interactions have been seen with other NSAIDs.
In two-year studies conducted in mice and rats, nabumetone had no statistically significant tumorigenic effect.
Nabumetone did not show mutagenic potential in the Ames test and mouse micronucleus test in vivo. However,
nabumetone- and 6MNA-treated lymphocytes in culture showed chromosomal aberrations at 80mcg/mL and
higher concentrations (equal to the average human exposure to Relaten at the maximum recommended dose).
Nabumetone did not impair fertility of male or female rats treated orally at doses of 320 mg/kg/day before mating.
Pregnancy Category C: Nabumetone did not cause any teratogenic effect in rats given up to 400 mg/kg and in
rabbits up to 300 mg/kg orally. However, increased post-implantation loss was observed in rats at 100 mg/kg
orally and at higher doses (equal to the average human exposure to 6MNA at the maximum recommended
human dose). There are no adequate, well-controlled studies in pregnant women. Use the drug during preg¬
nancy only if clearly needed. Because of the known effect of prostaglandin-synthesis-inhibiting drugs on the
human fetal cardiovascular system (closure of ductus arteriosus), use of Relaten during the third trimester of
pregnancy is not recommended.
The effects of Relaten on labor and delivery in women are not known. As with other drugs known to inhibit
prostaglandin synthesis, an increased incidence of dystocia and delayed parturition occurred in rats treated
throughout pregnancy.
It is not known whether nabumetone or its metabolites are excreted in human milk; however, 6MNA is excreted
in the milk of lactating rats. Because of the possible adverse effects of prostaglandin-synthesis-inhibiting drugs
on neonates, Relaten is not recommended for use in nursing mothers.
Safety and efficacy in children have not been established.
Of the 1,677 patients in U.S. clinical studies who were treated with Relaten, 411 patients (24%) were 65 years
of age or older; 22 patients (1%) were 75 years of age or older. No overall differences in efficacy or safety were
observed between these older patients and younger ones. Similar results were observed in a one-year, non-U.S.
postmarketing surveillance study of 10,800 Relaten patients, of whom 4,577 patients (42%) were 65 years of
age or older.
ADVERSE REACTIONS: Incidence >1%—Probably Causally Related—Diarrhea (14%), dyspepsia (13%),
abdominal pain (12%), constipation*, flatulence*, nausea*, positive stool guaiac*, dry mouth, gastritis, sto¬
matitis, vomiting, dizziness*, headache*, fatigue, increased sweating, insomnia, nervousness, somnolence,
pruritus*, rash*, tinnitus*, edema*
'Incidence of reported reaction between 3% and 9%. Reactions occurring in 1% to 3% of the patients are
unmarked.
Incidence <1%—Probably Causally Relatedt—Anorexia, cholestatic jaundice, duodenal ulcer, dysphagia,
gastric ulcer, gastroenteritis, gastrointestinal bleeding, increased appetite, liver function abnormalities,
melena, asthenia, agitation, anxiety, confusion, depression, malaise, paresthesia, tremor, vertigo, bullous
eruptions, photosensitivity, urticaria, pseudoporphyria cutanea tarda, vasculitis, weight gain, dyspnea,
hypersensitivlty pneumonitis, albuminuria, azotemia, interstitial nephritis, abnormal vision, anaphylactoid reaction,
angioneurotic edema.
Incidence <1°/o—Causal Relationship Unknown*— Bilirubinuria, duodenitis, eructation, gallstones,
gingivitis, glossitis, pancreatitis, rectal bleeding, nightmares, acne, alopecia, erythema multiforme, Stevens-
Johnson Syndrome, angina, arrhythmia, hypertension, myocardial infarction, palpitations, syncope,
thrombophlebitis, asthma, cough, dysuria, hematuria, impotence, renal stones, taste disorder, fever, chills,
anemia, leukopenia, granulocytopenia, thrombocytopenia, hyperglycemia, hypokalemia, weight loss.
t/Adverse reactions reported only in worldwide postmarketing experience or in the literature are italicized.
OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and institute general sup¬
portive measures as necessary. Activated charcoal, up to 60 grams, may effectively reduce nabumetone absorp¬
tion. Coadministration of nabumetone with charcoal to man has resulted in an 80% decrease in maximum
plasma concentrations of the active metabolite.
One overdose occurred in a 17-year-old female patient who had a history of abdominal pain and was hospitalized
for increased abdominal pain following ingestion of 30 fle/afe/7 tablets (15 grams total). Stools were negative for
occult blood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She
was given an H2-receptor antagonist and discharged from the hospital without sequelae.
DOSAGE AND ADMINISTRATION: Recommended starting dose: 1000 mg taken as a single dose with or without
food. Some patients may obtain more symptomatic relief from 1500 mg to 2000 mg daily. Dosages over 2000
mg daily have not been studied. Use the lowest effective dose for chronic treatment.
HOW SUPPLIED: Tablets: Oval-shaped, film-coated: 500 mg—white, imprinted with the product name
RELAFEN and 500, in bottles of 100 and 500, and in Single Unit Packages of 100 (intended for institutional
use only); 750 mg—beige, imprinted with the product name RELAFEN and 750, in bottles of 100 and 500,
and in Single Unit Packages of 100 (intended for institutional use only).
Store at controlled room temperature (59° to   ^ in well-closed container; dispense in light-resistant container.
500mg 100s; NDC0029-4851-20
500 mg 500's: NDC 0029-4851-25
500 mg SUP tQO's: NDC 0029-4851-21

750 mg 100's: NDC 0029-4852-20
750 mg 500's: NDC 0029-4852-25
750 mg SUP 100's: NDC 0029-4852-21

© SmithKline Beecham, 1992 BRS-RL:L3
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Ii you're looking for some good
reading, you've just found it. The
free Consumer Information
Catalog.
The Catalog lists about 200 federal
publications, many of them free.
They can help you eat right,
manage your money, stay
healthy, plan your child's
education, learn about federal
benefits and more.
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the free Consumer Information
Catalog. And get reading worth
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W Consumer Information Center
Department RW
Pueblo, Colorado 81009
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the Consumer Information Center of the U.S. General Services Administration.
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Infectious Diseases Update

for the
Primary Care Physician

January 14-17,1993
Hyatt Regency Lake Tahoe Resort and Casino jLake Tahoe, Nevada

Presentations
and

Interactive Workshops
on AIDS and HIV Related

Diseases and The Diagnosis &
Management of Common

Infectious Diseases
Accreditation

¡Approved for IS hours of Category 1 ( AMA-PRA) |
Program Faculty

•Merle Sande, M.D.
•Russell W.SteeIe,M.D.
•Richard D. Clover, M.D.
•Mark G. Martens, M.D.
•James A. Reinar/, M.D.

For More Information
Call Jill Termini or Rhonda Bailes,

The University of Texas Medical Branch, |800-437-7186 or 409-772-7834.
Lake Tahoe, Nevada

DIRECTOR, EMPLOYEE HEALTH
SERVICE/FACULTY POSITION-
The Bowman Gray School of Medicine of Wake
Forest University and North Carolina Baptist
Hospitals, Ine, seeks a Medical Director of their
combined Employee Health Service. The
successful candidate will supervise an
administrative manager, physician assistant and
a staff of nurses to provide comprehensive
occupational health services to over 8,500
employees. Responsibilities for this full-time
faculty position may include program
development, administration, clinical care,
teaching and research. Academic appointment
will be commensurate with level of experience in
the department most allied with the candidate's
interest and qualifications BC/BE in occupational
medicine is desirable. Experience in primary care
or occupational medicine is essential.
Send CV to:
Dr. Joseph Konen,
Chair, Employee Health Medical Director
Search Committee,
Department of Family and Community Medicine,
The Bowman Gray School of Medicine,
Medical Center Blvd. Winston-Salem, NC 27157
(919)74M982.
BGSM and NCBH are Equal Employment
Opportunity/Affirmative Action Employers.

INDEX TO ADVERTISERS

Abbott Laboratories.110-112

Bowman Gray School ofMedicine.160
Burroughs Wellcome .64A-B

Center Laboratories,
Division of EM Industries,Ine.63

Cerenex Pharmaceuticals,
Division of Glaxo Pharmaceuticals.26-27

Geigy Pharmaceutical.37-38

Hoechst-Roussel Pharmaceuticals, Ine.48A-B, 49-50

Janssen Pharmaceuticals.71-72

Knoll Pharmaceuticals .24A-B, 99-100

Lea &Febiger.32
Lederle Laboratories.7-8, 72A-B
Lever BrothersCompany.9
Eli Lilly & Company .16A-D

Marion Merrell Dow,Ine.10-12
McNeil Consumer Products Company.2

Pfizer Laboratories Division, Pfizer, Ine.35-36

Rhône-Poulenc Rorer Pharmaceuticals, Ine.28, 112A-B
Roerig, a Division of Pfizer, Ine.Cover-1, 88A-D, 89-90

Sandoz Pharmaceuticals.150-152
Searle Pharmaceuticals,Ine.20
SmithKline-Beecham Laboratories .3-4, 102-104
Syntex Laboratories.33-34, 69-70, 136-138, Cover 3-Cover 4

University of Texas Medical Branch .160
Upjohn Company.51-52

Wyeth-Ayerst Laboratories .21-22, 60-62
Wyeth Ayerst/Boehringer Mannheim/A H Robins .14-16

While every precaution is taken to ensure accuracy, we cannot guarantee againstthe possibility of an occasional change or omission in the preparation of this index.



Encouragement
This message could be one of encourage¬
ment to you and, perhaps, certain of your
patients.
Paget's disease of bone — not the rare

disease it was once thought to be — is
treatable in most cases. The earlier it is
detected the more responsive to treatment
it is likely to be. And detection can usually
be accomplished with a few simple, non-

invasive procedures.
Like many primary care physicians, you
may feel uncomfortable treating Paget's
disease because of little past experience. If
so, write or call us for comprehensive, up-
to-date information about the disease and
its diagnosis and treatment. Alternatively,
ask for our extensive referral list of spe¬
cialists.
You may be able to offer someone a new

lease on life. Or at least, encouragement.

T/ie , _.Paget s Disease
Foundation, inc.

165 Cadman Plaza East, Brooklyn, New York 11201
(718) 596-1043 · Fax (718) 802-1039

NAPROSYN
(NAPROXEN) 500 mg tablets
Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps Because anaphylactic reactions usually occur m patientswith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy If such symptoms occur, discontinue the
drug Warnings: Serious Gl toxicity such as bleeding, ulcération,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs Remainalert for ulcération and bleeding in such patients even in the
absence of previous 61 tract symptoms. In clinical trials, symp¬
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and or symptoms of serious Gl toxicity and what
steps to take if they occur Studies, have not identified any subset
of patients not at risk of developing peptic ulcération and bleeding
Except for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc.. no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulcération or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population
In considering the use of relatively large doses (within the recom¬
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity Precautions: DO
NOT GIVE NAPROSYN· (NAPROXEN) CONCOMITANTLY WITH
ANAPROX* (NAPROXEN SODIUM) OR ANAPROX· DS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
AS THE NAPROXEN      Acute interstitial nephritis with hema-
tuna. proteinuna. and nephrotic syndrome has been reported
Patients with impaired renal function, heart failure, liver dysfunc¬
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal (unction.
Use caution in patients with baseline creatinine clearance less
than 20 mL/rmnute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis With
NSAIDs. borderline elevations of liver tests may occur in up to
15% of patients They may progress, remain unchanged, or be
transient with continued therapy Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely If liver disease develops or if systemic
manifestations occur (e g

,

eosinophiha or rash), discontinue ther¬
apy If steroid dosage is reduced or eliminated during therapy, do
so slowly and observe patients closely for adverse effects, includ¬
ing adrenal insufficiency and exacerbation of arthritis symptoms
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy Periph¬
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure The
drugs antipyretic and anti-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value Con¬
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium Information for
Patients: Side effects of NSAIDs can cause discomfort and. rarely.
there are more serious side effects, such as Gl bleeding, which
may result in hospitalizaron and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative Patients should use caution for activi¬
ties requiring alertness if they experience drowsiness, dizziness.
vertigo or depression during therapy Laboratory Tests: Because
serious Gl tract ulcération and bleeding can occur without warn¬
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them ot the importance of this
follow-up Drug Interactions: Use caution when giving concomi¬
tantly with coumarin-type anticoagulants, a hydantoin, sulfon-
amide or sulfonylurea: furosemide, lithium, beta-blockers:
probenecid; or m el hot rex die Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation and prolong bleeding
lime or increase urinary values for 17-ketogenic steroids. Tempo¬
rarily stop therapy for 72 hours before doing adrenal function
tests The drug may interfere with urinary assays of 5HIAA Car¬
clnogenesis: A 2-year rat study showed no evidence of carcmo-
genicity Pregnancy: Category  Do not use during pregnancy
unless clearly needed Avoid use during late pregnancy Nursing
Mothers: Avoid use in nursing mothers Pediatrie Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are safe in children over 2 years of age Adverse
Reactions: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1.500 mg/day than in those on
750 mg/day In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent. Gl and CNS reac¬
tions about the same, and other reactions less frequent than in
adults Incidence Greater Than 1%; Probable Causal Relationship
Gl The most frequent complaints related to the Gl tract: constipa¬
tion* heartburn; abdominal pain.* nausea.' dyspepsia, diarrhea,
stomatitis CNS headache,' dizziness," drowsiness," light-headed-
ness, vertigo. Dermatologie: itching (pruritus)," skin eruptions."
ecchymoses," sweating, purpura Special Senses tinnitus,* hear¬
ing disturbances, visual disturbances Cardiovascular edema"
dyspnea," palpitations General thirst Incidence Less Than 1%;
Probable Causal Relationship Gl: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis, taundice,
melena, peptic ulcération with bleeding and/or perforation, vomit¬
ing. Renal: glomerular nephritis, hematuna. hyperkalemia, inter¬
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hematoiogic: agranulocytosis. eosino¬
phiha, granulocytopenia, leukopenia. thrombocytopenia CNS
depression, dream abnormalities, inability to concentrate, insom¬
nia, malaise, myalgia and muscle weakness Dermatologie: alope¬
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular congestive heart failure
Respiratory eosinophilic pneumonitis General anaphylactoid
reactions, menstrual disorders, pyrexia (chills and fever) Causal
Relationship Unknown: Hematoiogic: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato¬
logie: epidermal necrolysis, erythema multiforme, photosen¬
sitivity reactions resembling porphyna cutanea tarda and
epidermolysis hullosa Stevens-Johnson syndrome, urticaria. Gl:
non-peptic Gl ulcération, ulcerative stomatitis Cardiovascular
vasculitis General: angioneurotic edema, hyperglycemia. hypo¬
glycemia Overdosage: May have drowsiness, heartburn, indiges¬tion, nausea, vomiting. A few patients have had seizures Empty
stomach and use usual supportive measures In animals 05 g kg
of activated charcoal reduced plasma levels of naproxen Caution:
Federal law prohibits dispensing without prescription See pack¬
age insert for full Prescribing Information

"Incidence of reported reaction 3%-9%
Where unmarked, incidence less than 3%.
US patent nos 3,904,682. 3.998.966 and others
CCJ1991 Syntex Puerto Rico. Ine Rev 39 September 1990
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