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( hoose CARDURA: firstine therapy

for a new generation of hypertenswes.

Choose CARDURA for around-the-clock blood pressure
control that doesn’t jeopardize blood lipids or blood sugar.*

CARDURA is well tolerated. In placebo-controlled studies, only three common side effects
were reported significantly more often than with placebo: dizziness, somnolence, and fatigue.
These were generally mild and transient. Only 2% of patients discontinued therapy due to
adverse effects— the same as with placebo. Syncope has been reported, but rarely (<1%).

ONCE-A-DAY :

Pfetm see briaf summary of prescribing

[doxazosin mesylate]seshtsing mo
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CARDURA® (doxazosin mesylato) Tablets Cardiac Toxicity in Animals: DOXAZOSIN  PLACEBO
Brigt Summary of Prescribing Information An Increased incidence of myocardial necrosis or flbrosis was displayed by (N=335) (N=336)
INDICATIONS AND USAGE wiey rats after & months of distary administration at concentrations AUTONOMIC:
CARDURA (doxazosin mesytate) is indicated for the treatment of hypertension csloaed o grovia 80 o dovacrkyRg oy o s T2 ot o ey Mauth Oey Zh o
CARDURA may be used alone or in with diuratics or beta i lnpmmﬂw Fushing % 0%
blocking agents. There is fimited experience with CARDURA in wmmmhnnmm (150 nmeslhe puh\twmm SPECIAL SENSES: Vision Abnormal % 1%
anglotensin converting enzyme inhibitors or calcium channel biockers, B0 k). wmalmmumm:nmmmmwnhm CanjunctivitisEye Pain 1% 1%
Emuu‘wﬂ‘lulsmmmlwlmhm' RS manner with 40 mg A for 18 months. No was Tinnitus 1% 0.3%
i patients with a knawn sensitivity 10 quinazolines observed at lower doses (up to 10 or 20 mgykg/day, depending on the study) in
(8.0, prazosin, terazosin). sither species. These lesions were not observed after 12 months of oral dosingin T 5 CHIATRIC Sompblence 0% %
WARNINGS dogs and Wistar rats at maimum doses of 20 and 100 mghgday bl e 2 h
Syncope and *First-dose™ Effect: Thers is no evidence that similar lesions occur in humans. Depression o %
Doxazosin, like other alpha-adrenergic blacking agents, can cause marked Carsinogenesis, Mutagenesis and Impairmen of Fertility: s 1% 1%
hypolension, especially in the upright position, with syncope and other Chronic detary administrabon (up to 24 monins) of doxazosin mesylate at s il Lk
postural symptoms such as dizziness. Marked orthostatic effects are most maximally tolerated concentrations: dose 40 mg/kg: about 150 times the GASTROINTESTINAL:  Nausea % 4%
comman with the first dose but ean also occur when (here is 2 dosage madmum recommended human dose of 16 mg/80 kg) revealed no evidence of Diarrhea 2% %
increase, or il therapy s interrupted for more than a lew days. To decrease carcinogenicity in rats. There was also no evidence of carcinogenicity in a Constipation 1% 1%
the likelihood of excessive hypotension and syncape, It is essential thal similarty conducted study (up 1o 18 manths of dietary administration) in mice. [Dyspapsia 1% 1%
treatment be initiated with the 1 mg dose. The 2, 4, and The mouse study, however, was compromised by the failure to use a maxdmally Fatulence 1% 1%
B8 mg lablets are not for initial therapy. Dosage should then be adjusted slowly folerated dose of doxazosin, Abdominal Pain 0% %
{ses DOSAGE AND ADMINISTRATION section) with increases in dase every Mutagenicity studies revealed no drug- or metabolite-ralated effects af aither 0% 1%
ftwo weeks. Additional antl agents should be added with caution. chromosomal or subchromosomal levels.
Patients belng liraled with daxazosin should b cautioned fo avoid Studlies in rats showed reduced ferity n maes treated with doxazosinat ol PESPIRATORY; sl = i
shtuations where Injury could result should syncope oceur. doses of 20 (but not 5 or 10) mg/kg/day, about 75 times the maximum Dyspnea 15 1%
I an early investigational study of the safely and tolerance of daly human dose. This effect was reversible within two weeks of drug Fp0 1% e
toses of i In ginning at 1 mo/day, only 2 of 6 withdrawal URINARY: Polyuria 2% 0%
subjects could tolerate mores than 2 mg./day nmmt Pregnancy Urinary Incontingnce 1% 0%
postural hypotension, In another study of 24 healttyy normotensive male subjects Teratogenic Effects, Pregnancy Category B. Studies in rabbits and rats at daily 0% 2%
receiving initial doses of 2 mg/day of doxazosin, seven (20%) of the subjects oral doses of up to 40 and 20 mg/kg, respectively {150 and 75 times the BENERAL' K
postural ry between 0.5 and 6 hours after ‘maimum recommended dally dose of 16 mg, assuming a patient weight of 60 atigueMalaise 12% %
the fist dose necessiatingferminaton o the study. n tisstudy 2 of the kg), have revealed no ovidence of harm 1o the fetus. The rabbit study, however, S P 7 g
Syncope, trials in was by the failure to use a maximally tolerated dose of doxazosin. fatheria e 1
nmmwmummmmmmmmulmlnu%mw There are no adequate and well-controlled studies in pregnant women. Because ;ﬁm g g

of postural side effects at 1 mg/day with no cases of syncope,

In multiple dose clinical trials involving over 1500 patients with dosa titration
avery ong to fwo weeks, syncope was reported in 0.7% of patients, None of
these everts occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day.

If syncope occurs, the patient should be placed in a recumbent position and
treated supportively as necessary.

PRECAUTIONS

General
1. Orthostatic Hypotension:
Whils syncope is the most severe crifostatic effect of CARDURA, other symptoms
of lowered blood pressure, such as diziness, lightheadedness, or vertigo, can
occur, especially at initiation of therapy or &t the ime of dose increases. Thess
were common in clinical trias, occurming in up to 23% of all patients treated and
causing discontinuation of therapy in about 2%.
in placebo titration trals affects were by
beginning therapy at 1 mg per day and titrating every two weeks to 2. 4, or 8 mg
per day, There was an increased frequency of orthostatic effects in patients given
8 mg or more, 10%, wrrumms*m 4manu3!klnrephmmup
Patiants in could be

should be treated with particular caution

If ypotension occurs, hmmmubcphmﬂnﬂumnmﬁnmn
this measure i fluids or
memw&mmmmmmmsma
contraindication (o further doses of CARDURA.
2. Impaired liver function:
(CARDURA should be administersd with caution to patients with evidence of

Analysis of hamatologic data from patients recaiving CARDURA In controlled
clical il showed that the mean WEC (H-474) and mean neutrophi courts

animal reproduction studies are not always predictive of human response,
CARDURA should be used during pregnancy only If clearly nesded.
Radioactivity was found to cross the placanta fallowing oral administration of
labelted doxazosin to pregnant rats,
Effects. In peri-postnatal studies in rats, postnatal development

Additional adverse reactions have been reported, but thess are, in general, not
distinguishable from symptoms that might have occurmed in the absence of
exposure to doxazosin, The following adverse reactions occurred witha
f -y of between 0.5% and 1%: syncope, Increased sweating,

‘Monteralogenic
at maternal doses of 40 or 50 mg/kg/day of was delayed a5
ijrbmmmnmmamemmmqumm

Nursing Mothers
Studies in lactating rats given a single oral dose of 1 mg/kg of [2-C]-doxazosin
Indicate that doxazosin accumulates in rat breast milk with a maximum

hypoesthesia,
lnhﬁuﬂ increased weight. The following additional adverse reactions were
reported by <0.5% of 3960 patients who received doxazosin in controlled or
open, short- uwwwmmmm
(Cardigvascular System: angina pectoris, Infarcti
mammmmmmm

concentration abiout 20 times greater than the matemal plasma It
1= not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk, caution should ba exercised when CARDURA is
administered to a nursing mother

Pediatric

Use
Sataty and sHectivaness in children have not been established.
ADVERSE REACTIONS

CARDURA has been administered 1o approvimately 4000 patients, of whom 1679
wara included in the clinical development program. In that program, minor
adverse ffects were frequent, but led to discontinuation of treatment in only 7%
of patients. In placebo-controlled studies adverse effects occurred in 49% and
40% of patients In the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons for
discontinuation were postural effects (2%), edema. malaise/fatigue. and some
heart rate disturbance, each about 0.7%.

In controlled clinical trials diractly comparing CARDURA to placebo there was
o significant difference in the Incidence of side effects, except for dizziness.
(including postural), weight gain, somnolence and fatigue/ malaise. Postural
effects and edema appeared to be dose related,

The prevalence rates presented below are based on combined data from
mmmmmmmuymmmmummn
doses ranging from 1-16 mg. Table 1 i adverse

(W=419) were decreased by 2.4% and 1.0% o
phenomanon seen with other alpha blocking drugs. Amhmmamm
of 2400 patients revealed 4 in which drug-related neutropenia could not be ruled
out. mmaHWMHﬂuemwhstmmmm Two had stable,
non-progressive counts in the 1000/mm’ range over periads of 20
and 40 weeks. in cases where follow-up was available the WBCs and neutrophil
counts refurned to normal after discontinuation of CARDURA. No patients
Ibecame symptomatic as a result of the low WBC or neutrophil counts.
Infarmation for Patients:
Patients should be made aware of the p ility of nd

,.m.mpmhrnnin!mmmmm
dence rate in the ds in group was af keast 0.5% or where the reaction is
pardnhllmlrul

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

symptoms,

hazardous tasks for 24 hours atter the first dose, after a dosage increase, and after
interruption of theragy when treatment |s resumed. They should be cautioned to
avoid situations where injury could result should syncope occur during initiation of
doxarosin theragy. They should also be advised of the nesd to sit or lie down when
symptoms of lowered blood pressure occur, 2ithcugh these symptoms are not
mmmmu careful mmm:siMurmw It

dizziness, reparted
1o the physician, mmmmm be considered. Patients should also

be toid that o
In peaple wha must drive or cperate heavy machinery.
Interactions:

Drug

Maost (38%) of plasma Sexazosin |s protein bound, In vifro data in human
m;limuwcmmmmﬂdmmmmmmwn.
warfarin, phenytoin or
other highly plasma protein bound drugs on doxazosin binding. CARDURA has
been administered without any evidence of an adverse drug interaction 1o
patients receiving thiazide diuretics, beta blocking agents, and nonsteroidal anti-
inflammatory drugs.

Drug/ Laboratory test interactions:

None known

DOXAZOSIN ~ PLACEBO
(N-339) (N=336)

almmuom wurwwmldmnr CARDIOVASCULAR: Dizziness 1% %
Vertigo 2% 1%

Postural Hypotension 03% 0%

Edema 4% 3%

Palpitation 2% %

Arthythmia 1% 0%

Hypotension 1% 0%

they shauld be Tachycardia 03% %
Peripheral |schamia 03% 0%

fequiring (30N gyyy APPENDAGES:  Rash 1% 1%
Pruritus 1% 1%

MUSCULOSKELETAL:  Arthralgia/Arthritis 1% 0%

Muscle Weakness 1% 0%

There fs no on the sffect of Myalgia % 0%

CENTRAL &

PERIPHERAL N.5.: Headache 14% 16%

Paresthesia 1% 1%

Kinetic Disorders 1% 0%

Ataxia 1% 0%

i 1% 0%

Muscie Cramps 1% 0%

purpura;
treas! pain; Skin Disorders: alopacia, dry skin, eczers; WWW'

ion; Gastrointestinal System: appetite,
anorexia, fecal pas System;
sinusitis, coughing, phanyngitis; Linnary System: renal calculus; General Bodly
System: hot flushes, back pain, infection, fever/rigors, decreased weight,
influsnza-tike symptoms.

CARDURA has not been associsted with any clinically significant changes in
routing biochemical tests. No clinically relevant adverse effects were noted on
serum potassium, serum glucose, uric acid, blood urea nitrogen, creatining or
liver function tests. CARDURA has been associated with decreases In whits
biood cell counts (See Precautions).

OVERDOSAGE

No data are avaitable in regard to overdosage in humans.
mwwuummumm1mminmwm The

most likely of id be b ion, for which the
wwmmwmmmmum As doxazosin is highly
protein bound, dialyss would not be indicated.

DOSAGE AND ADMINISTRATION

DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA In

takan during this time period aMter the first dose and with each increase in dose.
Depending on the individual patient's standing blood pressure response (based
on measurements taken at 2-6 hours postdose and 24 hours postdose), dosage
may then be increased to 2 mg and thereafter if necessary to 4 mg, 8 mg and 16
mg to achieve the desired reduction in blood pressure. Increasas in dose
mmwmmuumammmm
syncope, postural postural h ion. At a titrated dose
ﬂ1lmmhﬁum0‘w|ﬂ|ﬁ|h“1ﬂm
1o 3% for placabo.

HOW SUPPLIED

(CARDURA (doxazosin mesytate) is available as colored tablets for oral
administration. Each tablet contains dowazosin mesylate aquivalent to 1 mg
mmwpnmm;oraw(mmumm

CARDURA® TABLETS are available as 1 mg (white), 2 mg (yeliow), 4 mg
(orange) and 8 my (green) scored tablets.

Botties of 100: 1 mg (NDC 0048-2750-66), 2 mg (NDC 0049-2760-56), 4 mg
(NOC D049-2770-66). 8 mg (NDC 0049-2780-66)

Recommended Storage: Store below B6°F(30°C).

CAUTION: Federal law prohibits dispansing without prescription.
65-4538-00-0 Issued Nov 1980
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ARCHIVES

FAMILY MEDICINE

The ARCHIVES OF FAMILY MEDICINE is a member of the consortium of AMA
journals listed below. The ARCHIVES reaches more than 81 500 readers in family
and general practice each month, in addition to paid subscribers.

The Journal of the American Medical Association (JAMA)
American Journal of Diseases of Children (AJDC)
Archives o Dermatology

Archives of Family Medicine

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology

Archives of Ophthalmology

Archives of Otolaryngology—Head & Neck Surgery
Archives of Pathology & Laboratory Medicine
Archives of Surgery

The ARCHIVES OF FAMILY MEDICINE (ISSN 1063-3987) is published monthly
by the American Medical Association, 515 N State St, Chicago, IL 60610, and is
an official publication of the Association. Application to mail at second-class post-
age rates is paid at Chicago and at the additional mailing offices. GST registration
number R126 225 556. Printed in the USA.

@ PRINTED ON RECYCLED PAPER

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY MED-
ICINE are as [ollows: $80 for 1 year, $143 for 2 years in the United States and US
possessions; other countries, one year, $115; 2 years, $213 for expedited air de-
livery. (Rates for subscriptions for delivery to Japan or South Korea are available
through exclusive agents—contact publisher.) Special rates for residents and med-
ical students in the United States and US possessions are available.

CHANGE OF ADDRESS—POSTMASTER, send all address changes to Subscriber Ser-
vices, American Medical Association, 515 N State St, Chicago, IL 60610. Please
notify us of address change at least 6 weeks in advance to ensure uninterrupted
service. Include both old and new addresses, a recent mailing label, and new ZIP
code.

SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services, American Medical Association, 515 N State St, Chi-
cagp, IL 60610, or call (800) 262-2350 (670-7827) between 8:30 AM and 4:30 pm
CST. Fax: (312) 464-5831

REPRINTS—Authors place their reprint order at the time the edited typescript is
reviewed and should allow 4 to 6 weeks for delivery following publication. Re-
quests for individual reprints should be sent directly to the author at the address
shown in the article.

For bulk reprint orders for commercial distribution please contact Mark Kuhns,
600 Third Ave, New York, NY 10016, phone (212) 867-6640, fax (212) 953-
2497. For reprint orders in limited quantities for educational distribution please
contact Rita Houston, 515 N State St, Chicago, IL 60610, phone (312) 464-2512,
fax (312) 464-5835.

PERMISSIONS—Contact Laslo Hunyady, Permissions Assistant, 515 N State St,
Chicago, IL 60610, phone (312) 464-2513.

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific publi-
cations. A copy of these principles is available on request. The appearance of ad-
vertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.

References: 1. Carr AA, Bottini PB, Prisant LM, et al. Once-daily verapamil in the treatment of
mild-to-moderate hypertension: a double-blind placebo-controlled dose-ranging study. J Clin
Pharmacol. 1991,31:144-150,490. 2. Further analysis of Carr AA, et al, (See reference 1.) Data on
file. Lederle Laboratories, Pearl River, NY. 3. VERELAN Prescribing Information.

Brief Summary

VERELAN®
Verapamil HCI
Sustained-Release Pellel-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.

Atrioventricular block can occur in patients without preexisting condition defects (see
WARNINGS).

Acceleration of ventricular rate and/or ventricular fibrillation has been reparted in patients with
atrial flutter or atrial fibrillation and a coexisting accessory AV pathway following administration of
wverapamil (see WARNINGS).

In patients with hepatic insufficiency, metabolism Is delayed and elimination half-iife profonged
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 car-
diogenic shock, sick sinus syndrome (if no pacemaker is present), second- or third-degree AV
block (it no pacemaker is present), atrial flutter/fibrillation with an accessory bypass tract (eg,
WPW or LGL syndromes), (see NINGS), hypersensitivity to verapamil.

WARNINGS

Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction
<30%) or moderate-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 opti-
mum digitalization and/or diuretics betore 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 par-
oxysmal and/or chronic atrial fiutter/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 fibriliation 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 reduction in dosage or,
rarely, discontinuation and institution of appropriate therapy, Sinus bradycardia, sawnd-de?!ae
AV block, sinus arrest, pulmonary edema and/or severe hypotension were seen in some critically il
patients with hypertrophic cardiomyopathy who were treated with verapamil.

PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dys-

function use about 30% of the normal dose) or impaired renal function, and patients should be

i for abnormal prolongation of the PR interval or other signs of mrdosal?e. Verapamil
may decrease neuromuscular transmission in patients with Duchenne's muscular dystrophy and
may prolong recovery from the blacking apent 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, atrioventricular conduction andfor cardiac contractility; there have been reports of
excessive bradycardia and AV black, including complete heart block. The risks of such combined
therapy may outweigh the benefits. The combination should be used only with caution and close
monitoring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil
treatment can increase serum digoxin levels by 50% to 75% during the first week of therapy, which
can result in digitalis toxicity. In patients with hepatic cirthosis, verapamil may reduce total body
clearance and extrarenal clearance of digitoxin, The digoxin dose should be reduced when verap-
amil is given and the patient carefully monitored. \n'!mparn!l will usualiﬁ have an additive effect in
patients receiving blood pi lowering agents. Disopyramide should not be given within
48 hours before or 24 hours after verapamil administration. Concomitant use of fiecainide and
verapamil may have additive effects on myocardial contractility, AV conduction, and repolariza-
tion. Combined verapamil and quinidine therapy in patients with hypertrophic cardiomyopathy
should be avoided, since significant hypotension may result. Verapamil has been given concom-
itantly with short- and long-acting nitrates without any undesirable drug interactions. Inter-
action between cimetidine and chronically administered verapamil has not been studied. In healthy
volunteers, clearance 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 verapamil bioavallability. Phenobarbital may increase verapamil clgarance. Verapamil may
increase serum levels of cyclosporine. Concomitant use of inhalation anesthetics and calcium
antagonists needs careful titration to avoid excessive cardiovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-like and depolarizing): dosage
reduction may be required. Adequate animal carcinogenicity 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 preg-
nant 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
verapamil 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) bstructive, paralytic ileus has been infre-
quently reported in association with the use of verapamil,

In clinical trials with 285 hypertensive patients on VEREL AN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%), diziness (4.2%); leth-
argy (3.2%); dyspepsia (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
reactE)ns 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/pulmanary
edema g.m}; fatigue (1.7%), bradycardia (HR<50/min) (1.4% H\r block-total 12, 2%, 3° (1.2%),
2%and 3° (0.8%); flushing (0.6%). elevated liver enzymes (see WARNINGS).

The following reactions, reported in 1.U% or less of patients, occurred under conditions (open
trials, marketing experience) where a causal relationship is uncertain. Cardiovascular: angina
pectoris, atrioventricular dissociation, chest pain, claudication, myocardial infarction, palpita-
tions, purpura (vasculitis), syncope. Digestive System: diarrhea, dry mouth, gastrointestinal dis-
tress, gingival hyperplasia. Hemic and Lymphatic: ecchymosis or bruising. Nervous System:
cerebrovascular accident, confusion, equilibrium disorders, insomnia, muscle cramps, paresthe-
sia, psychotic symptoms, shakiness, somnolence. Respiratory: dyspnea. Skin: arthralgia and
rash, exanthema, hair loss, hyperkeratosis, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiforme. Special Senses: blurred vision. Urogenital: gynecomastia, impo-
tence, increased urination, spotty menstruation.

Rev. 1/92
20801-92
Manutactured for by ELAN PHARMACEUTICAL RESEARCH CORP.
LEDERLE LABORATORIES DIVISION Gainesville, GA 30501
American Cyanamid Company
Pearl River, NY 10965
™ WYETH-AYERST -H-
Advantus Wssse ~ AHROBINS
#1992 Lederle Laboratories. A Division of American Cyanamid Company, Wayne, NJ 07470
September 1992 Printed in USA 5158-2



EXCELLENT
TOLERABILITY
SIMILAR TO
PLACEBO IN A
DOUBLE-BLIND
STUDY

Incidence of side effects commonly associated
with calcium channel blockers

Constipation 7.4

Headache

Dizziness

*Results of a 4-week, double-blind, placebo-controlled study ofpatients with
essential hypertension. VERELAN 120 mg/day, n = 28; 240 mg/day, n = 27;
480 mg/day, n = 26; placebo, n=26.

[]No patients discontinued VERELAN
therapy due to constipation, headache,
dizziness, or edema

Constipation, which can easily be managed in most patients, is
the most frequently reported side effect of verapamul.

Please see brief summary of Prescribing Information includin
CONTRAINDICATIONS, WARNINGS, and PRECAUTION.
on adjacent page.

ONCE-A-DAY

ERELAN
Verapamil HC! 57

PELLET-FILLED CAPSULES
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In osteoarthritis and adult rheumatoid arthritis

New T1wo caplets, once a day*

DAYPRO

VD) e
All you want in an NSAID'
e o

v v

Efficacy Tolerability Once-a-day
dosing

*Usual adult dosage is 1200 mg (two 600-mg caplets) once a day. For osteoarthritis
patients of low body weight or with milder disease, an initial dosage of one 600-mg
caplet once a day may be appropriate.

"Nonsteroidal anti-inflammatory drug.

As with all NSAIDs, the maost frequently reported adverse reactions were related to
the Gl tract: nausea (8%) and dyspepsia (8%). In patients treated with DAYPRO, as
with other NSAIDs in the long-term, serious Gl toxicity such as bleeding, ulceration,
and perforation can occur and patients should be selected accordingly.

Please see brief summary of prescribing information on following page.

MLE © 1993 Searle



DAYPRO All you want in an NSAID

Oxap Ozm caplets

v’ Usual adult dosage is 1200 mg (two 600-mg caplets) once a day*

Experience with NSAIDs has shown that starting therapy with maximal doses in elderly
patients or those with CHF, hepatic impairment, or mild-to-moderate renal insufficiency
is likely to increase the frequency of adverse events and is not recommended.

*For osteoarthritis patients of low body weight or with milder disease, an initial dosage of one 600-mg caplet once a day may be appropriate.

BRIEF SUMMARY

CONTRAINDICATIONS: Patients with previously demonstrated hypersensitivity to oxaprozin or any of
its components or in individuals with the complete or partial syndrome of nasal polyps. angioedema.
and bronchospastic reactivity to aspirin or other nonsteroidal anti-inflammatory drugs (NSAIDs). Severe
and occasionally fatal asthmatic and anaphylactic reactions have been reported in patients receiving
NSAIDs, and there have been rare reports of anaphylaxis in patients taking oxaprozin.
WARNINGS: RISK OF GASTROINTESTINAL (GI) ULCERATION, BLEEDING, AND PERFORATION WITH
NONSTEROIDAL ANTI-INFLAMMATORY DRUG THERAPY: Serious Gl toxicity, such as bleeding,
ulceration, and perforation, can occur at any time, with or without warning symptoms. in patients
treated with NSAIDs. Although minor upper Gi probiems. such as dyspepsia. are common, and usually
develop early in therapy. physicians shoulid remain alert for ulceration and bleeding in patients treated
chronically with NSAIDs, even in the absence of previous Gl tract symptoms. In patients observed in
clinical trials for several months to 2 years, symptomatic upper Gl ulcers. gross bleeding, or perforation
appear to occur in approximately 1% of patients treated for 3 to 6 months, and in about 2% to 4%
of patients treated for 1 year. Physicians should inform patients about the signs and/or symptoms
of serious Gl toxicity and what steps to take if they occur. Patients at risk for developing peptic
ulceration and bleeding are those with a prior history of serious Gl events, alcoholism, smoking. or
other factors known to be associated with peptic ulcer disease. Elderly or debilitated patients seem
1o tolerate ulceration or bleeding less well than other individuals, and most spontaneous reports of
fatal Gl events are in these populations. Studies to date are inconclusive concerning the relative risk
of various NSAIDs in causing such reactions. High doses of any NSAID probably carry a greater risk
of these reactions.
PRECAUTIONS: As with other NSAIDs, borderline elevations of one or more liver tests may occur in
up to 15% of patients. These abnormalities may progress, remain essentially unchanged. or resolve
with continued therapy. The SGPT (ALT) test is probably the most sensitive indicator of liver
dysfunction. Meaningful (3 times the upper limit of normal) elevations of SGOT (AST) occurred in
controlled clinical trials of Daypro in just under 1% of patients. A patient with symptoms and/or
signs suggesting liver dysfunction or in whom an abnormal liver test has occurred should be evaluated
for evidence of the development of more severe hepatic reaction while on therapy with this drug.
Severe hepatic reactions including jaundice have been reported with Daypro. and there may be a risk
of fatal hepatitis with oxaprozin, such as has been seen with other NSAIDs. Although such reactions
are rare, if abnormal liver tests persm or worsen, clinical signs and symptoms consistent with liver
dlsease develop or systemic oceur hilia, rash, fever), Daypro should be
Well-comp hepatic cirrhosis does not appear to alter the disposition of unbound
oxaprozin, so dosage adjustment is not necessary. Caution should be observed in patients with severe
hepatic dysfunction. Acute mnterstitial nephritis. hematuria. and proteinuria have been reported with
Daypro as with other NSAIDs. Long-term administration of some NSAIDs to animals has resulted in
renal papillary necrosis and other abnormal renal pathology. This was not observed with oxaprozin.
but the clinical significance of this difference is unknown. A second form of renal toxicity has been
seen in patients with preexisting conditions leading to a reduction in renal blood flow. where the renal
prostaglandins have a supportive role in the maintenance of renal perfusion. In these patients
administration of an NSAID may cause a dose-dependent reduction in prostaglandin formation and
may precipitate overt renal d jon. Patients at greatest risk of this reaction are those with
prewously impaired renal function, heart failure. or liver dysfunction. those taking diuretics, and the
elderly. Discontinuation of NSAID therapy is often followed by recovery to the pretreatment state.
Those patients at high risk who chronically take oxaprozin should have renal function monitored 1f
they have signs or symptoms that may be consistent with mild azotemia. such as malaise. fatigue.
or loss of appetite. As with all NSAID therapy, patients may occasionally develop some elevation of
serum creatinine and BUN l(evels without any signs or symptoms. The pharmacokinetics of oxaprozin
may be significantly altered in patients with renal insufficiency or in patients who are undergoing
hemodialysis. Such patients should be started on doses of 600 mg/day, with cautious dosage
increases if the desired effect is not obtained. Oxaprozin is not dialyzed because of its high degree
of protein binding. Like other NSAIDs, Daypro may worsen fluid retention by the kidneys in patients
with uncompensated cardiac failure due to its effect on prostaglandins. It should be used with caution
in patients with & history of hypertension, cardiac decompensation, in patients on chronic diuretic
therapy, or in those with other conditions predisposing to fluid retention. Oxaprozin has been associated
with rash and/or mild photosensitivity in dermatolagic testing. An increased incidence of rash on sun-
exposed skin was seen in some patients in the clinical trials. Because serious Gl tract ulceration and
bleeding can occur without warning symptoms. physicians should follow chronically treated patients
for the signs and symptoms of ulceration and bleeding and should inform them of the importance of
this follow-up. Anemia may occur in patients receiving oxaprozin or other NSAIDs. This may be due
to fluid retention, gastrointestinal blood loss. or an incompletely described effect upon erythrogenesis.
Patients on long-term treatment with Daypro should have their hemoglobin or hematocrit values
determined at appropriate intervals as determined by the clinical situation. Oxaprozin. like other
NSAIDs, can affect platelet aggregation and prolong bleeding time. Daypro should be used with
caution in patients with underlying hemostatic defects or in those who are undergoing surgical
procedures where a high degree of hemostasis is needed. The side effects of NSAIDs can cause
discomfort and, rarely. serious side effects. such as Gl bleeding, which may result in hospitalization
and even fatal outcomes. Physicians may wish to discuss with therr patients the potential nsks and
likely benefits of Daypro treatment, particularly in less-serious conditions where treatment without
Daypro may represent an acceptable alternative to both the patient and the physician. Patients
receiving Daypro may benefit from physician instruction in the symptoms of the more common or
serious Gl, renal. hepatic, hematologic. and dermatologic adverse effects. Daypro is not known 1o
interfere with most common laboratory tests. including tests for drugs of abuse. Concomitant
administration of Daypro and aspirin is not recommended because oxaprozin displaces salicylates
from plasma protein binding sites. Coadministration would be expected to increase the risk of

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific Information Department
4901 Searle Parkway

Skokie, IL 60077

salicylate toxicity. The anticoagulant effects of warfarin were not affected by the coadministration of
1200 mg/day of Daypro. Nevertheless. caution should be exercised when adding any drug that affects
platelet function to the regimen of patients receiving ora! anticoagulants. The total body clearance of
oxaprozin was reduced by 20% in subjects who concurrently received therapeutic doses of cimetidine
or ranitiding: no other pharmacokinetic parameter was affected. A change of clearance of this
magnitude lies within the range of normal variation and is unlikely to produce a clinically detectable
difference in the outcome of therapy. Subjects receiving 1200 mg Daypro qd with 100 mg metoprolol
bid exhibited statistically significant but transient increases in sitting and standing blood pressures
after 14 days. Therefore, as with all NSAIDs, routine blood pressure monitoring should be considered
in these patients when starting Daypro therapy. The coadmini of pi and antacid
acetaminophen, or conjugated estrogens resulted in no statistically significant changes in pharmaco-
kinetic parameters in single- and/or multiple-dose studies. The interaction of oxaprozin with lithium
and cardiac glycosides has not been studied. In oncogenicity studies, oxaprozin administration for 2
years was associated with the exacerbation of liver neoplasms (hepatic adenomas and carcinomas)
in male CD mice. but not in female CO mice or rats. The significance of this species-specific finding
to man is unknown. Oxaprozin did not disptay mutagenic potential. Oxaprozin administration was not
associated with impairment of fertility in male and female rats at oral doses up to 200 mg/kg/day
{1180 mg/m2): the usual human dose is 17 mg/kg/day (629 mg/m2). However, testicular degeneration
was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to 3000 mg/m?) of oxaprozin
for 6 months, or 37.5 mg/kg/day for 42 days. a finding not confirmed in other species. The clinical
relevance of this finding is not known. Pregnancy Category C: There are no adequate or weil-controlled
studies in pregnant women. Teratology studies with oxaprozin were performed in mice, rats, and
rabbits. in mice and rats. no drug-refated developmental abnormalities were observed at 50 to 200
mg/kg-day of oxaprozin (225 to 900 mg/m2). However. in rabbits, infrequent malformed fetuses were
observed in dams treated with 7.5 to 30 mg/kg/day of oxaprozin {the usual human dosage range).
Oxaprozin should be used during pregnancy only if the potential benetits justify the potential risks to
the fetus. The effect of oxaprozin in pregnant women is unknown. NSAIDs are known to delay
parturition. to accelerate closure of the fetal ductus arteriosus, and to be associated with dystocia.
Oxaprozin is known to have caused decreases in pup survival in rat studies. Accordingly, the use of
oxaprozin dunng late pregnancy should be avoided. Studies of oxaprozin excretion in human milk
have not been conducted: however. oxaprozin was found in the milk of lactating rats. Since the
effects of oxaprozin on infants are not known, caution should be exercised if oxaprozin is administered
to nursing women. Safety and effectiveness of Daypro in children have not been established. No
adjustment of the dose of Daypro is necessary in the elderly for pharmacokinetic reasons, although
many elderly may need to receive a reduced dose because of low body weight or disorders associated
with aging. No significant differences in the pharmacokinetic profile for oxaprozin were seen in studies
in the healthy elderly. Although selected elderly patients in controlied clinical trials tolerated Daypro
as well as younger patients. caution should be exercised in treating the elderly, and extra care should
be taken when choosing a dose. As with any NSAID. the elderly are likely to tolerate adverse reactions
less well than younger patients.

ADVERSE REACTIONS: The most frequently reported adverse reactions were related to the Gf tract.
They were nausea (8%) and dyspepsia (8%).

INCIDENCE GREATER THAN 1%: in clinical trials the foliowing adverse reactions occurred at an
incidence greater than 1% and are probably related to treatment. Reactions occurring in 3% to 9% of
patients treated with Daypro are indicated by an asterisk(*): those reactions occurring in less than
3% of patients are unmarked: abdominai pain-distress, anorexia, constipation*, diarrhea®*, dyspep:
flatulence, nausea’. vomiting. CNS inhibition (depression. sedation, somnolence or confusnon)
disturbance of sleep. rash*. tinnitus, dysuria or frequency. )

INCIDENCE LESS THAN 1%: Probable causal relationship: The following adverse reactions were
reported in clinical trials at an incidence of less than 1% or were reported from foreign experience.
Those reactions reported only from foreign marketing experience are in itafics. The probability of a
causal relationship exists between the drug and these adverse reactions: anaphylaxis, edema, blood
pressure changes. peptic ulceration and/or G bleeding. liver function abnormatities including hepatitis,
stomatitis, hemorrhoidal or rectal bleeding. anemia. thrombocytopenia, leukopenia, ecchymoses, weight
gain, weight loss, weakness, malaise, symptoms of upper respiratory tract infection, pruritus, urticaria,
photosensitivity. blurred vision. conjunctivitis. acute interstitial nephritis, bematuria, renal insufficiency,
decreased menstrual flow.

Causal relationship unknown: The following adverse reactions occurred at an incidence of less than
1% in clinical trials. or were suggested from marketing experience, under circumstances where a
causal relationship couid not be definitely established. They are listed as alerting information for the
physician: palpitations, alteration in taste. sinusitis. pulmonary infections, alopecia, hearing decrease,
increase in menstrual flow.

DRUG ABUSE AND DEPENDENCE: Daypro is a non-narcotic drug. Usually reliable animal studies have
indicated that Daypro has no known addiction potential in humans.

OVERDOSAGE: No patient experienced either an accidental or intentional overdosage of Daypro in the
clinical tnals of the drug. Symptoms following acute overdose with other NSAIDs are usually limited
to lethargy. drowsiness. nausea. vomiting. and epigastric pain and are generally reversible with
supportive care. Gl bleeding and coma have occurred following NSAID overdose. Hyperiension, acute
renal failure. and respiratory depression are rare. Patients should be managed by symptomatic and
supportive care following an NSAID overdose. There are no specific antidotes. Gut decontamination
may be indicated in patients seen within 4 hours of ingestion with symptoms or following a large
overdose (5 to 10 times the usual dose). This should be accomplished via emesis and/or activated
charcoal (60 to 100 g in adults. 1 to 2 g’kg in children) with an osmotic cathartic. Forced diuresis,
alkahzation of the urine. or hemopertusion would probably not be useful due to the high degree of
protein binding of oxaprozin. 2/2/93 » P93DA7916V
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BECAUSE APPROXIMATELY 60% OF
PATIENTS WITH PERSISTENT ANXIETY
MAY EXHIBIT DEPRESSIVE SYMPTOMS..."

F & BuSpar 10

(buspirone HC)

Now indicated

for the relief of
persistent anxiety
with coexisting
depressive
symptoms.*

A Anxiolytic efficacy demonstrated
in anxious patients with or without
coexisting depressive symptoms.’

A Relief of anxiety symptoms
begins within 1 week, progresses
steadily through the fourth week of
therapy.”

A Nonaddictive, no more sedation
(10%) than seen with placebo (9%).**

A The more commonly observed
untoward events include dizziness
(12%), nausea (8%), headache (6%),
and nervousness (5%).

Progressive
Relief of
Persistent
Anxiety.

*BuSpar is not indicated for the relief of primary depressive disorder.
Please see references and brief summary on adjacent page.
©1992, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, US.A.  JK-107



BuSpar tusptrone Hay

Retersncas: 1. Data on file, Bristol-Myers Squibd Company. 2. Cohn JB, Bowden CL, Fisher JG, Rados JJ. Double-blind comparison of buspirane and
¢lorazepate in anxious outpatients with or without depressive symptoms. Psychopatfology. 1992,25:10-21. 3. Feighner JP, Cohn JB. Analysis of individual
symptoms in generalized anxiety—a pooled, multistudy, double-blind evaiuation of buspirone. Newropsychobiology. 1989:21:124-130. 4, Lader M
Assessing the hotemia\ for busEimne dependence or abuse and effects of its withdrawal. Am J Med. 1987.82(supp! 5A):20-26. 5. Newton RE, Marunycz JD,
Alderdioe MT, Napoliello MJ. Review of the side-effect profile of buspirone. AmJ Med. 1985;80(supol 3B)17-21

Gontraindications; H{persensitivity to buspirone hydrochloride. . "
Warnings: The administration of BuSpar o a patient taking a monoamine oxidase inhibitor (MAOI)
may pose a hazard. Since blood pressure has become elevated when BuSpar was administered con-
comitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in
lieu of arpropnate antipsychotic treatment. o
Precautions. General - Interference with cognitive and motor performance: Although buspirone is less
sedating than other anxiolytics and does not s)roduce significant functional impairment, its CNS effects in
a given patient may not be predictable; therefore, patients should be cautioned about operating an auto-
mobile or using complex machinery until they are reasonably certain that buspirone does not affect them
adversely. Aithough buspirone has not been shown to increase alcohol-induced impairment in motor and
mental performance, it is prudent to avoid concomitant use with alcohol.
Potential for withdrawal reactions in sedative/nypnotic/anxiolytic drug dependent patients: Because bu-
spirone will not block the withdrawal syndrome often seen with cessation of therapy with benzodi-
azepines and other common sedatwe/hyrnotm drugs, before starting buspirone withdraw ratlents gradu-
ally from their prior treatment, especially those who used a CNS depressant chronically. Rebound or
withdrawal symptoms may occur over varying time periods, depending in part on the type of drug and its
elimination half-life. The withdrawal syndrome can appear as any combination of irritability, anxiety, agi-
tation, insomnia, tremor, abdominal"cramps, muscle cramps, vomiting, sweating, flu-like symptoms
without fever, and occasmnallg, even as seizures. . . .
Possible concerns related to buspirone’s binding to dopamine receptors: Because buspirone can bind to
central dopamine receptors, a question has been raised about its potential to cause acute and chronic
changes in dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and
tardive dyskinesia). Clinical eﬁpenence in controlled trials has failed to identify any significant neuroleptic-
like activity, however, a syndrome of restlessness, appearing shortly after initiation of treatment, has
been reported: the syndrome may be due to increased central nioradrenergic activity or may be
attributable to dopaminergic effects {Ie, represent akathisia). . . .
Information for Patients - Patients should be instructed to inform their physician about an){ medications,
gresqupuon or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with
uspirone; to inform their physician if they are pregnant, are ﬁlannmg to become pregnant, or become
pregnant while taking buspirone; to inform their physician if they are breast feeding; and not to drive a
car or operate potentially dangerous machinery until they experience how this medication affects them.
Drug Interactions - Concomitant use with other CNS active drung should be approached with caution
(see Wamings). Goncomitant use with trazodone may have caused 3- to 6-fold elevations of SGPT (ALT) in
a few patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperi-
dol concentrations in normal volunteers. The clinical significance is not clear. Buspirone does not displace
tightly hound drugs like phenytoin, propranofol, and warfarin from serum proteins, but may displace less
firmly bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspi-
rone was given to y)atlent also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid.
Carcinogenesis, Mutagenesis, Impairment of Fertility - No evidence of carcln%emc potential was
observed in rats or mice; buspirone did not induce point mutations, nor was DN
chromosomal aberrations or abnormalities did not occur. .
Pragngrhcy: Teratogenic Effects - Pregnancy Category B: Should be used during pregnancy only if clear-

damage observed;

ly needed.
Avlursln Mothers - Administration to nursing women should be avoided if clinically possible.
Pediatric Use - The safety and effectiveness have not been determined in individuals below 18 years of

age.

lﬂelll; the Elderly - No unusual, adverse, age-related phenomena have been identified in elderly patients
receiving a total, modal daily dose of 15 mg. . o ' X
Use in Patients with Impaired Hepatic or Renal Function - Since buspirone is metabolized by the liver
and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment.
Adverse Reactions (See also Precautions); Commenly Observed - The more commonly observed unto-
ward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea,
headache, nervousness, lightheadedness, and excitement. o L
Associated with Discontinuation of Treatment - The more common events causing discontinuation
included: central nervous system disturbances 53.4%}, primarily dizziness, insomnia, nervousness,
drowsiness, lightheaded feeling: gastrointestinal disturbances (1.2%), })nmanly nausea, miscellaneous
disturbances (1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple com-
?lalpts, none of which could be characterized as primary. )
Incidence in Controlled Clinical Trials — Adverse events reported by 1% or more of 477 patients who
received busplrone in four-week, controlled trials: Cardiovascular; Tachycardia/palpitations 1%. CNS:
Diziness 12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased con-
centration 2%, excitement 2%, anger/hostility 2%, confusion 2%, depression 2%.,EENT: Blurred vision
2%. Gastrointestinal: Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipa-
tion 1%, vomiting 1%. Musculoskeletal: Musculoskeletal aches/paing 1%. Neurojogical: Numbness 2%,
aresthesia 1%, incoordination 1%, tremor 1%. Skin: Skin rash 1%. Miscellaneous: Headache 6%,
atigue 4%, weakness 2%, sweating/clamminess 1%. .
Other Events Observed During the Entire Premarketing Evaluation ~ The relative frequency of all other
undesirable events reasonably associated with the use of buspirone in apfrommately 3000 Subjects who
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as
follows: Frequent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to
1/1000 patients; and rare are those eccurring in less than 1/1000 patients. Cardiovascufar — frequent:
non-specific chest pain; infrequent: syncope, hypotension, hypertension; rare: cerebrovascular accident,
congestive heart failure, myocardial infarction, cardiomyopathy, bradycardia. Central Nervous System -
frequgqt: dream disturbances; infrequent: depersonalization, dﬁlsghorga, noise intolerance, euphoria,
akathisia, fearfulness, loss of interest, dissociative reaction, hallucinations, suicidal ideation, seizures;
rare: feelings of claustror)hobla, cold intolerance, stupor, slurred speech, psychosis. EENT - frequent: tin-
nitus, sore throat, nasal congestion; infrequent: redness and itcl |nqbpf the eyes, altered taste, altered
smell, conjunctivitis; rare; inner ear abnormality, eye pain, photophabia, pressure on eyes. Endocrine —
rare: %alactqrrhea, thyroid abnormality. Gastroinfestinal - infrequent: flatulence, anorexia, increased
appetite, salivation, irritable colon, rectal bleeding; rare: burning of the tongue. Genitourinary — infre-

uent: urinary frequency, urinary hesitancy, menstrual |rregulara?y and spotting, dysuria; rare: amenor-
rhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal - infrequent: muscle cramps,
muscle spasms, rigid/stiff muscles, arthralgias. Neurological - infrequent: involuntary movements,
slowed reaction time; rare: muscle weakness. Respiratory ~ infrequent: hyperventilation, shortness of
breath, chest congestion; rare: epistaxis. Sexua/ Function - infrequent: decreased or increased libido;
rare: delayed ejaculation, impotence. Skin - infrequent: edema, pruritus, flushing, easy bruising, hair
loss, dry skin, facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory - infrequent:
increases in hepatic aminotransferases (SGOT, SGPT); rare: eosinophilia, leukopenia, thrombecytopenia.
Miscellaneous - infrequent; weight gain, fever, roaring sensation in the head, weight loss, malaise; rare:
alcohol abuse, bleeding disturbance, loss of voice, hiccoughs. . L
Postintroduction Clinical Experience — Rare occurrences of allergic reactions, cogwheel rigidity, dyston-
c reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported.
Because of the uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not
been determined.
Drug Abuse and Dependence: Controlled Substance Class - Not a controlled substance.
Physical and Psychological Dependence — Buspirone has shown no potential for abuse or diversion and
there is no evidence that it causes tolerance, or either physical or psychological dependence. However,
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused,
diverted, and/or abused once marketed, physicians should carefully evaluate patients for a history of drug
abuse and follow such patients closely, observing them for signs of buspirone misuse or abuse
gg, development of tolerance, incrementation of dose, drug-seeking behavior). .

verdosage: Signs and Symptoms - At doses approaching 375 mg/day the following symptoms were
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been
reported in humans either with deliberate or accidental overdosage. )
Recommended Overdosage Treatment - General s¥_mplomat|c and supportive measures should be used
along with immediate gastric lavage. No specific antidote is known and dialyzabifity of buspirone has not

l}een detelmgingd. i Prescribing i

or complete details, see Prescribing Information or consult Jﬂ
your Mead Johnson Pharmaceuticals Representative. Mﬂﬂd m
U.S. Patent Nos. 3,717,634 and 4,182,763 PHARMAGEUTICALS
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PrRIME TIME For
PRIMARY CARE

As an alternative to your usual Family Vacation,
join your colleagues & participate at this beautiful

conference location:
THE BIG SKY
SUN & SKI RESORT

5@ SKY AUGUST 22ND - 28TH 1993
MONTANA

Special Courses offered for
BCLS RenewAL
AND
ACLS ProviDer COURSE
Meets criteria for accumulating up to

39 Category I credit hours. Program Director:
Richard E. Birrer, MD

ACCREDITATION SPONSORED BY:

The Catholic Medical Center of
Brooklyn & Queens, Inc.

FOR ADDITIONAL INFORMATION PLEASE CONTACT:
1-800-831-5675

TRADEWINDS
l SEMINAR SERVICES

Fighting
allergies1s
no place for

amateurs.

Serious allergies require serious care - the kind
that only well-trained professionals can pro-
vide. But if we're going to knock-out allergies,
we need team work! That's where the Asthma
and Allergy Foundation of America can help.

We're dedicated to helping you help
your patients. We offer a toll-free patient infor-
mation number, a full range of educational
materials for adults and children and special
school and communimprograms. Plus, we can
put them in touch with our nationwide net-
work of chapters and support groups.

Let us help you win the fight! We've been
serving asthma and allergy sufterers for more
than 40 years. For more information about
our services or professional memberships, call
us today.

ASTHMA & ALLERGY
FOUNDATION OF AMERICA

1125 15th St. NW, Suite 502
Washington, DC 20005

1-800-7-ASTHMA
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THE PATIENT.

AN ANALGESIC INJECTION
T o TORADOL o &
— (KETOROEAC FROMETHAMINE)

Please see brief summary of prescribing information on the last pages of this advertisement.




THE ANALGESIC NSAID
ALTERNATIVE TO NARCOTICS.

FOR MODERATE TO SEVERE PAIN

TORADOL IM

When you would use injectable narcotics for short-term management of pain
Loading dose: 30 mg IM or 60 mg IM

Maintenance dose: 15 mg IM or 30 mg IM géh, respectively

Duration of use: TORADOL IM is only recommended for short-ferm therapy (not over 5 days), because
the frequency and severity of adverse reactions may increase with longer use at recommended doses.

Maximum daily dose: 150 mg on first day, 120 mg/day thereafter

Dosage adjustments: The lower end of the dosage range is recommended for patients under
50 kg (110 pounds) of body weight, for patients over 65 years of age, and for patients with
reduced renal function.

TRANSITION DOSING FROM TORADOL IM TO TORADOL ORAL

When you would use Vicodin or Tylenol #3 for follow-on therapy of limited duration
For patients whose last IM dose was 30 mg, give two (2) 10 mg tablefs of TORADOL ORAL as a first oral dose,
followed by one (1) 10 mg fablet every 4 fo 6 hours (see Follow-on Dosing of TORADOL ORAL below).

For patients whose last IM dose was 15 mg, give one (1) 10 mg fablet of TORADOL ORAL, followed by one
(1) 10 mg tablet every 4 fo 6 hours (see Follow-on Dosing of TORADOL ORAL below).

Maximum combined daily dose: Nof fo exceed 120 mg on day of transition, including a maximum of
40 mg orally.

FOLLOW-ON DOSING: TORADOL ORAL

One (1) 10 mg fablet g4-6h pm; not fo exceed four (4) fablets/day. Doses of 10 mg q.i.d. are not
recommended for chronic use.

Duration of use: TORADOL ORAL is indicated for limited-duration use (average 5-14 days). TORADOL ORAL
is not recommended for long-ferm use in patients with chronic painful conditions because of the possibility of
increased frequency and severity of Gl and other adverse reactions.

Maximum daily dose: 40 mg

NONOPIOID. NONADDICTIVE. NONSCHEDULED.

TORADOL i izt
(KETOROLAC TROMETHAMINE) JorTeD-DURATION

The most logical use of TORADOL ORAL is in patients who have benefited from TORADOL IM without limifing side effects. The con be
confinued on analgesic freatment with TORADOL ORAL. It is recommended to use the lowest effective dose of TORADOL IM
fransifion to TORADOL ORAL and fo continue treafment with TORADOL ORAL for as short a fime as possible.

The most frequenﬂy reported side effects reported in clinical trials with TORADOL in which patients received up fo 20 doses, in 5 days,
of TORADOL IM 30 mg or up fo 4 doses a day from long-term studies of TORADOL ORAL 10 mg q.i.d. were as follows: gastrointesfi-
nal pain 13%, nausea 12%, dyspepsia 12%, and headache 17%.

The most serious risks associated with TORADOL are gastrointestinal ulcerafions, bleeding, and perforafion; renal events ranging from
infersfitial nephrifis fo acute renal failure, especially in paﬁems with preexisting kidney problems; hemorthage; and anaphylacfic reacfions.

PRN narcofics may be added for “breakthrough” pain. TORADOL IM and narcotics should not be administered in the same syringe.
Please see brief summary of prescribing information on following pages

© 1993 Syntex Loboratories, Inc. PO93107 S SNTEX| ‘@




STOP THE PAIN.

NOT THE PATIENT.

TORADOL 5.

IMii AN ANALGESIC
ABLEIS NSAID FOR

(KETOROLAC TROMETHAMINE) BURATON USE

The most frequently reported side effects are gasfrointestinal (dyspepsia, nauseq,

and Gl pain) and CNS (headache).

Before prescribing TORADOL, please consult full prescribing information.

TORADOL®™ and TORADOL" 2raL
(ketorolac tromethamine)
BRIEF SUMMARY
DESCRIPTION
TORADOL (ketorolac tromethamine) is a member of the pyrrolo-pyrrole
group of nonsteroidal anti-inflammatory. drugs (NSAIDs). TORADOL®
is available for intramuscular (IM) administration as: 15 mg in 1 mL
(15%), 30 mg in 1 mL (3%), or 60 mg in 2 mL (3%) of ketorolac tro-
methamine in sterile solution. The 15 mg/mL solution contains 10%
{w/v} alcohol, USP and 6.68 mg of sodium chloride in sterile water
The 30 mg/mL solution contains 10% {w/v) alcohol, USP and 435 mg
sodium chioride in sterile water The pH is adjusted with sodium
hydroxide or hydrochloric acid and the solutions are packaged with
nitrogen. The sterile solutions are clear and slightly yellow in color
TORADOL22A is available as round, white, film-coated, red-printed
tablets. Each tabiet contains 10 mg ketorolac tromethamine, the active
ingredient, with lactose, magnesium stearate, and microcrystalline cel-
lulose. The white film-coating contains hydroxypropyl methylcellulose,
polyethylene glycol, and titanium dioxide. The tablets are printed with
red ink which includes FD&C Red #40 Aluminum lake as the colorant.
INDICATIONS AND USAGE
TORADOL® is indicated for the short-term management (up to 5 days)
of pain (see “Clinical Studies” in CLINICAL PHARMACOLOGY seclion
of full prescribing information). TORADOL is not recommended for
longer use (more than 5 days) because of the possibility of increased
frequency and severity of adverse reactions associated with the rec-
ommended doses (see WARNINGS, DOSAGE AND ADMINISTRATION
section of full prescribing information and ADVERSE REACTIONS).
TORADOLY is not recommended as a pre-operative medication for
support of anesthesia, because it inhibits platelet aggregation and
may prolong bleeding time (see PRECAUTIONS—-Hematologic Effects)
and because it possesses no sedalive or anxiolytic properties.
TORADOLY is not recommended in obstetric analgesia because it
has not been adequately studied for such use and because of the
known effects of drugs that inhibit prostaglandin synthesis on ulerine
contraction and fetal circulation. TORADOL™ has been used concomi-
tantly with morphine and meperidine without apparent adverse effecls.
TORADOL224 is indicated for limited duration prn use in the manage-
ment of pain (see WARNINGS, ADVERSE REACTIONS and CLINICAL
PHARMACOLOGY -Clinical Studies Sections of full prescriding infor-
mation for details about relative risks associated with TORADOL22A),
TORADOL24 is not recommended for long-term use in patients with
chronic painful conditions. TORADOLY-2¢- 084 arg not recommended
for concurrent use with other nonsteroidal anti-inflammatory drugs
(NSAIDs) because of the potential for additive side effects. The
protein-binding of ketorolac is affected by aspirin (see PRECAUTIONS)
but not by acetaminophen, ibuprofen, naproxen or piroxicam; studies
with other nonsteroidals have not been performed.
CONTRA!NDICATIONS
TORADOL should not be used in patients with previously demonstrated
hypersensitivity to ketorolac tromethamine, or in individuals with the
complete or partial syndrome of nasal polyps, angioedema, broncho-
spastic reactivity (e.g., asthma) or other allergic manifestations to aspi-
rin or other nonsteroidal anti-inflammatory drugs (NSAIDs). Severe
anaphylactic-like reactions to TORADOL have been reported in such
patients. Therefore, before starting therapy, careful questioning of
patients for such things as asthma, nasal polyps, urticaria, and hypo-
tension associated with nonsteroidal anti-inflammatory drugs is
important. in addition, if such symptoms occur during therapy, treat-
ment shoud be discontinued.
WARNINGS
The most serious risks associated with TORADOL are: gastrointesti-
nal ulcerations, bleeding and perforation (see PRECAUTIONS); renal
events ranging from interstitial nephritis to acute renal failure (see
PRECAUTIONS), especially in patients with pre-existing kidney problems;
hemorrhage, especially in patients where strict hemostasis is critical
(see PRECAUTIONS); hypersensitivity reactions such as ana-
phylaxis, bronchospasm, vascular coliapse, urticaria, angioedema,
Stevens-Johnson syndrome and vesicular bullous rash. Anaphylactoid
reactions may occur in patients with a history of hypersensitivity to
aspirin, other nonsteroidal anti-inflammatory drugs, or TORADOL.
They may, however, also occur in patients without a known previous
exposure or hypersensitivity to these agents. Both types of reactions
may be fatal. The use of TORADOL™ at recommended doses for more
than 5 days is associated with an increased frequency and severity of
adverse events. The use of TORADOL2®4L 10 mg on a long-term basis
is associated with more Gl tract adverse effects than aspirin 650 mg
qid (see CLINICAL PHARMACOLOGY - Clinical Studies section of full
prescribing information). Long-term treatment is not recommended
(see INDICATIONS AND USAGE section of full prescribing informa-
tion). High oral doses (e.g., 80 or 120 mg/day) are not recommended
because risks of serious adverse events are greater with daily doses
exceeding the recommended 40 mg oral per day (see ADVERSE
REACTIONS).

PRECAUTIONS
Physicians should be alert to (he pharmacologlc similarity of
TORADOL to other oidal anti-infl y drugs

(NSAIDs) that inhibit cyclo-oxygenase.
PHYSICIANS SHOULD CAREFULLY WEIGH THE POTENTIAL

TORADOL®™ and TORADOL” 284L
(ketorolac tromethamine)

RISKS AND BENEFITS OF TORADOL22A USE ON A LONG-TERM
BASIS. PATIENTS SHOULD BE INSTRUCTED TO WATCH FOR
SIGNS OF SERIOUS GI ADVERSE EVENTS AND THEY SHOQULD
BE MONITORED MORE CLOSELY THAN IF THEY WERE ON
ANOTHER NSAID.
Individualization of Dosage: Suggestions for using TORADOLY on
apm schedule.
Since the halt-life of TORADOL is approximately 6 hours, an assess-
ment of the size of a repeat dose can be based on the duration of pain
relief from the previous dose. For example, if pain returns within 310 5
hours of a mantenance dose (15 or 30 mg), the next dose could be
increased by up to 50% {Note: The recommended maximum total daily
dose is 120 mg (150 mg on the first day); an alternative would be to use
morphine or meperidine concomitantly {see INDICATIONS and DRUG
INTERACTIONS)). Alternatively, it pain does not return for 8 to 12 hours,
the next dose could be decreased by as much as 50%, or the dosage
interval could be increased to 8 to 12 hours.
Note: The initial intramuscular loading dose (30 or 60 mg) should be
given only once, unless therapy has been interrupted for 3 half-
lives (15-40 hours, see half-life of TORADOLY in Table in CLINICAL
PHARMACOLOGY section of full prescribing information).
TORADOL! is only recommended for short-term therapy (not over
5 days), b advers: may i with longer use at
recommended doses (see WARNINGS and PRECAUTIONS,
The lower end of the dosage range is recommended for patients under
50 kg (110 pounds) of body weight, for patients over 65 years of a e
and for patients with reduced renal function (see CLINICAL
PHARMACOLOGY and PRECAUTIONS sections of full prescribing
information).
If management by regular scheduled doses is elected, see DOSAGE
AND ADMINISTRATION section of full prescribing information for dos-
ing recommendations.
The most logical use of TORADOLS24L is in patients who have benefited
from TORADOL without limiting side effects. They can be continued
on analgesic treatment with TORADOL2EL (see DOSAGE AND
ADMINISTRATION-Transition from TORADOLY to TORADOL 984,
It is recommended to use the lowest efective dose of TORADOLY at
the transition to TORADOL®A and to continue treatment with
TORADOL2EA for as short a time as possible (see WARNINGS and
ADVERSE REACTIONS).
General Precautions
Risk of Gastrointestinal Ulcerations, Bleeding and Perforation:
Serious gastrointestinal foxicity, such as bleeding, uiceration, and per-
foration, can occur at any time, with or without warning symptoms, in
patients treated with NSAIDs. Studies to date with NSAIDs have not
identified any subset of patienis not at risk of developing peplic ulcera-
tion 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., nc other factors have been associa-
ted with increased risk. Elderly or debilitated patients seem to tolerate
ulceration or bleeding less well than other individuals, and most spon-
taneous reports of fatal Gi events are in this population. Postmarketing
experience with TORADOLY suggests that there may be a greater risk
of gastrointestinal ul bleeding and p ion in the elderly.
Studies so far are inconclusive concerning the relative risk of various
nonsteroidal anti-inflammatory drugs (NSAIDs) in causing such reac-
tions. High doses of any such agent probably carry a greater risk of
these reactions, although this is rarely established in controlled clinical
trials. In considering the intramuscular use of relatively large doses
{within the recommended dosage range), or treatment with
TORADOL™ for a duration fonger than 5 days, sufficient benefit should
be anticipated o offset the potential increased risk of Gl toxicity. The
risks of gastrointestinal side effects associated with long-term use of
TORADOL2A are described under CLINICAL PHARMACOLOGY-
Clinical Studies {L.ong-Term Use of TORADOL) section of full prescrib-
ing information.
Impaired Renal or Hepatic Function: As with other nonsteroidal
anti-inflammatory drugs (NSAIDs), TORADOL should be used with
caution in patients with impaired renal or hepatic function, or a history
of kidney or liver disease.
Renal Eﬁects As with other nonsterondal ann -inflammatory drugs
(NSAIDs), ad of ¢ foanimals resulted
in renal papillary necrosis and other abnormal renal pathology. In
humans, there have been reports of hematuria, proteinuria, glomerular

TORADOL®'¥ and TORADOL®284L
(ketorolac tromethamine)

section of full prescribing miormatlon) Thefelore, TORADOL should be
used with caution in pati with i renal function (see
WARNINGS, and DOSAGE AND MMINI§TRATION section of full pre-
scribing information) and such patients should be followed closely.
Fluid Retention and Edema: As with other nonsteroidal anti-
inflammalory drugs (NSAIDs} that inhibit prostaglandin biosynthesis,
fluid retention, edema, retention of NaCl, oliguria, elevations of serum
urea nitrogen and creatinine have been reported in clinical trials with
TORADOL. Therefore, TORADOL should be used with caution in
patients with acute renal failure, cardiac decompensation, hyperten-
sion, or similar conditions.

gA ic Effects: As with other nonsteroidal anti-inflammatory drugs

IDs), treatment with TORADOL may cause elevations of liver

enzymes and in patients with pre-existing liver dysfunction, it may lead
fo the develoEn\em of a more severe hepatic reaction. The ALT (SGPT)
fest is probably the most i di of liver injury. In patients
with sympwms and signs suggesting fiver dysfunction, or in whom an
abnormal liver test has occurred as a result of TORADOL therapy, the
administration of the drug should be discontinued.
Hematolegic Effects: TORADOL inhibits platelet aggregation and
may prolong_o eeding time. Unlike aspirin, the inhibition of platelet
function by TORADOL disappears within 24 to 48 hours after the drug
is discontinued. TORADOL does not appear to affect platelet count,
prothrombin time (PT) or partial thromboplastin time (PTT). In con-
trolled clinical studies where TORADOL was administered intramuscu-
farly or intravenously postop the incid of clini
significant postoperatwe bleeding was 04% for TORADOL compafed
10 0.2% in the control groups receiving naroollc analgesics. Because
landins play an imp role*in is, and NSAIDs
affect platelel aggregation as well, use of TORADOL in patients who
have coagulation disorders should be undertaken with caution, and
those patients should be carefully monitored. Patients on therapeutic
doses of anticoagulants (e.g, heparin or dicumarol derivatives) have
ani d risk of bl ications if given TORADOL. concur-
rently; physicians should such itant therapy with
extreme caution. The concurrent use of TORADOL and prophylactic,
low-dose heparin (2500-5000 umts qi2h) has not been studled exten-
sively, but may also be iated with an d risk of ding.
Physicians should weigh the benefits against the risk, and exercise
caution in using such concomitant therapy in these patiems. In patients
who receive anticoagulants for any reason, there is an increased risk
of intramuscular hematoma formation from TORADOLY injections {see
PRECAUTIONS-Drug Interactions). In postmarketing experience,
postoperalive hematomas and other signs of wound bieeding have
been reported in iation with the perioperative use of TORADOL.
Caution should be used, thersfore, when TORADOL is administered
pre- or intraoperatively. Perioperative use of TORADOL should be
undertaken with caution when strict hemostasis is critical.
Information for Patients
TORADOL, like other drugs of its class, is not free of side effects. The
side effects of these drugs can cause discomfort and, rarely, there are
more serious side effects, such as gastrointestinal bleeding, which may
result in hospitalization and even fatal outcomes. Physicians may wish
to discuss with their patients the potential risks {see WARNINGS,
PRECAUTIONS, and ADVERSE REACTIONS Sections) and likely ben-
efits of TORADOL treatment, particularly when it is used for less seri-
ous conditions when lengthy treatment is anticipated and when
acceptable alternatives to both the patient and physician may be
available.
Laboratory Tests
Because serious Gl tract ulceration and bleeding can occur without
warning symptoms, physicians should follow patients for the signs and
symptoms of ulceration and bleeding and should inform them of the
importance of this follow-up (see PRECAUTIONS-Risk of GI
Ulceration, Bleeding and Perforation).
Drug Interactions
TORADOL is highly bound to human plasma proteins (mean 99.2%)
and binding is independent of concentration. The in vifro binding of
warfarin to plasma proteins is only slightly reduced by TORADOL
(99.5% control vs 89.3%) with TORADOL plasma concentrations of 5 to
10 ug/mL. TORADOL does not alter digoxin protein binding. In vitro

studies indicate that, at th plasma c¢ of sallcyl
ate (300 pg/mL), the binding of TORADOL was reduced from approxi-
mately 99.2% to 975%, rep two-fold i in

unbound TORADOL plasma levels; hence TORADOL should be used
with caution {or at a reduced dosage) in patients being treated with
high-dose salicylate regimens. Therapeutic concentrations of dlgoxln
warfarin, ibup hen, pheny-
toin, and tolbutamide did not alter TORADOL protein bmdmg Ina
study involving 12 volunteers, oral TORADOL was co-administered with
a smgle dose of 25 mg wamnn, causing no significant changes in
kinetics or ph ics of warfarin. In ancther study,
intramuscufar TORADOL (following oral dosing) was given with two
doses of 5000 U of heparin to 11 healthy volunteers, resulting in a
mean femplate bleeding time of 64 minutes (3.2-11.4 min) compared to
a mean of 6.0 minutes (34-75 min} for heparin atone and 51 minutes
(3.5-8.5 min) for placebo. Allhough these results do not indicate a sig-
nificant interaction between TORADOL and warfarin or heparin, the
administration of TORADOL, or other NSAIDs, fo patients taking anti-
coagulants should be done with caution and patients should be cl osely
monitored {see PRECAUTIONS-H gic Effects). I
TORADOL reduced the diuretic response to furosemide in
normovolemic healthy subjects by approximately 20% (mean sodium
and urinary output decreased 17%L Concomitant admnmstratlon of oral
TORADOL and d resulted in d of
ketorolac and S|gnmcam increases in ketorolac plasma levels (total
AUC increased approximately 3-fold from 54 to 178 pg-h/mb) and
terminal half-life (increased approximately 2-fold from 6.6 to 15.1
hours). Inhibition of renal lithium clearance, leading to an increase in
plasma Illhuum concenlrallon has been reported with some

nephritis, interstitial nephritis, renal papillary necrosis, nephrotic syn-
drome, and acute renal failure. Another, equally important, renal toxicity
has been seen in patients with conditions leading to a reduction in
biood volume and/or renal blood flow, where renal prostaglandins have
a supportive role in the maintenance of renal perfusion. In these
patients, administration of a nonsteroidal anti-inflammatory drug

(NSAID) may cause a dose-dependent reduction in renal p|

pre g drugs. The effect of TORADOL on
plasma I|lh|um has not been studied. Concomitant administration of
methotrexate and some NSAIDs has been reported to reduce the
clearance of methotrexate, enhancing the toxicity of methotrexate. The
effect of TORADOL on methotrexate clearance has not been studied.
In postmarketmg experience, there have been three reports of a possi-
ble on TORADOLY and non-depolarizing muscle

formation and may precipitate acute renal failure. Patients at greawst
risk of this reaction are those with impaired renal function, heart failure,
liver dysfunction, those taking diuretics and the elderly. Discontinuation
of NSAID therapy is usually followed by recovery to the pretreatment
state. TORADOL and its metabolites are eliminated primarily by the
kidneys which, in patients with reduced creatinine clearance, will result
in diminished clearance of the drug (see CLINICAL PHARMACOLOGY

relaxants, appearing to enhance the effect of the muscle relaxant. The
concurrent use of TORADOL with muscle relaxants has not been form-
ally studied. intramuscular TORADOL has been administered concur-
rently with morphine in several clinical trials of postoperative pain
without evil of adverse i ions. There is no evi , in ani-
mal or human studies, that TORADOL induces or inhibits hepatic
enzymes capable of metabolizing itself or other drugs.
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Carcinogenesis, Mutagenesis, and Imp of Fertility
An 18-month study in mice at oral doses of ketorolac tromethamine
equal to the parenteral MRHD (Maximum Recommended Human
Dose) and a 24-month study in rats at oral doses 2.5 times the paren-
teral MRHD, showed no evidence of tumorigenicity. Ketorolac
ine was not genic in Ames test, unscheduled DNA syn-
thesis and repair, and in forward mutation assays. Ketorolac did not
cause chromosome breakage in the in vivo mouse micronucleus assay.
At 1580 pg/mL {approximately 1000 times the average human plasma
levels) and at higher ions, ketorolac hamine ir d
the incidence of chromosomal aberrations in Chinese hamster
ovarian cells. Impairment of fertility did not occur in male or female rats
at oral doses of 9 mg/kg {531 mg/m?) and 16 mg/kg (944 mg/m3),
respectively.
Pregnancy
Pregnancy Category C
Reproduction studies have been performed in rabbits, using daily orat
doses at 36 mg/kg (42.35 mg/m?) and in rats at 10 mgrkg (59 mg/m?)
during organogenesis. Results of these studies did not reveal evidence
of teratogenicity to the fetus. Oral doses of ketoroac tromethamine at
15 g (8.8 mg/m?), which was half of the human oral exposure,
administered after gestation day 17 caused dystocia and higher pup
mortality in rats. There are no adequate and well-controlled studies in
pregnant wi X li ine should be used during preg-
nancy only if the potential benefit justifies the potential risk to the fetus.
Labor and Delivery
TORADOL is not recommended for use during labor and delivery (see
INDICATIONS AND USAGE section of full prescribing information).
Lactation and Nursing
After a single administration of 10 mg of TORADOLS2 to humans, the
maximum milk concentration observed was 73 ng/mL and the maxi-
mum milk-to-EIasma ratio was 0,037 After one day of dosing (qid), the
maximum milk concentration was 79 ng/mL and the maximum milk-to-
plasma ratic was 0.025. Caution should be exercised when
TORADOL 2984 is administered to a nursing woman.
Pediatric Use
Safety and efficacy in children have not been established. Therefore,
TORADOL is not recommended for use in children.
Usein the Elderly
Because ketorolac tromethamine is cleared somewhat more slowly by
the elderly (see CLINICAL PHARMACOLOGY section of full prescribing
information) who are also more sensitive to the renal effects of NSAIDs
(see PRECAUTIONS-Renal Effects), extra caution and reduced dos-
ages (see DOSAGE AND ADMINISTRATION section of full prescribing
information) should be used when treating the elderty with TORADOL.
ADVERSE REACTIONS
Adverse reaction rates from short-term use of NSAIDs are generally
from 110 to 1/2 the rates associated with long-term use. This is also
true for TORADOL. Adverse reaction rates also may increase with
higher doses of TORADOL (see WARNINGS, and DOSAGE AND
IMINISTRATION section of full prescribing information), TORADOLY
is indicated for short-term use. Physicians using TORADOL should be
alert for the usual plications of NSAID and should be
aware that with longer use (exceeding 5 days) of TORADOLY, the fre-
quency and severity of adverse reactions may increase. Physicians
using TORADOL28& should be alert 1o the relative risks associated
with dose and dose duration as described in CLINICAL
PHARMACOLOGY -Clinical Studies section of full prescribing informa-
tion. Physicians using TORADOL should be alert for the usual compli-
cations of NSAID The adad ions listed below were
reported in clinical trials with TORADOL in which patients received up
to 20 doses, in 5 days, of TORADOLY 30 mg or up to 4 doses a day
from long-term studies of TORADOLe2AL 10 m% qid. In addition,
adverse reactions that were reported from TORADOL postmarketing
surveill are included in “Incid 1% or L j

ss.”

Greater than 1% (probably causally related): Body as a Whole:
EDEMA*; Cardiovascular: HYPERTENSION; Dermatologic: RASH,
pruritus®; Gastrointestinal: NAUSEA (12%), DYSPEPSIA (12%),
GASTROINTESTINAL PAIN (13%), constipation, diarrhea®, flatulence,
astrointestinal fullness, vomiting, STOMATITIS; Hemic and
Em hatic: purpura; Nervous System: drowsiness®, dizziness®,
H CHE (17%§ sweating. Injection site pain was reported by 2% of
patients in multidose studies (vs. 5% for the morphine control group).
“Incidence of reported reaction between 3% and 9%. Those reactions
oceurring in less than 3% of the patients are unmarked. Reactions
reporte ;redominant!y from long-term TORADOL®84 studies are
PITALIZED. {probably causally related):
Body as a Whole: hypersensitivity reactions such as anaphylaxis',
bronchospasm, Iaryng';eal edema, tongue edema, hypotension, and
flushing, weight gain, fever; Cardi ; flushing, palpitation, pal-
lor, hypotension, syncope; Dermatologic: Lyells syndrome, Stevens-
Johnson syndrome, exfoliative dermatitis, maculo-papular rash,
urticaria; Gastrolntestinal: peptic uiceration, GI hemorrhage, Gi perfo-
ration (see WARNINGS and PRECAUTIONS), mefena, rectal bleeding,
astritis, eructation, anorexia, increased appetite; Hemic and
ymphatic: postoperative wound hemorrhage, rarely tequiring blood
transfusion (see WARNINGS and PRECAUTIONS), thrombocytopenia,
epistaxis, anemia; Nervous System: convulsions, vertigo, tremors,
b | dreams, hallucinati euphoria; Respiratory: dyspnea,
asthma, pul edema; Urogenital: acute renal failure (see
WARNINGS and PRyECAUTIONS), flank pain with or without hemaluria
and/or azotemia, oliguria, nephritis.
'ltalics denote reactions reported from postmarketing experience.
Other Adverse Events {causal relationship unknown)”: Body as a
Whole: asthenia; Gastrointestinal: pancreatitis, Hemic and
Lymphatic: leukopenia, EOSINOPHILIA; Nervous System: paresthe-
sia, depression, insomnia, ner ive thirst, dry mouth,
abnormal thinking, inability to concentrate, hyperkinesia, stupor;
Respiratory: RHINITIS, COUGH, dyspnea; Special Senses: abnor-
mal taste, abnormal vision, blurred vision, tinnitus, HEARING LOSS;
Uragenital: polyuria, increased urinary frequency.
2Reactions occurred under circumstances where the causal relation-
ship to TORADOL treatment has not been clearly established; they are
presented as alerting information for physicians. Reactions reported
predominantly from long-term TORADOL®EAL studies are
CAPITALIZED.
See package insert for full prescribing information.
Caution: Federal law prohibits di ing without p

U.S. Patent No. 4,089,969 and others
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Practical Dermatology

by Beth G. Goldstein and Adam O. Gold-
stein, 328 pages, 211 illus, $51.95, ISBN
0-8151-3542-4, St Louis, Mo, Mosby—
Year Book Inc, 1992.

Perhaps not a day goes by that a fam-
ily physician does not encounter a
patient with a rash. With common
complaints of red spots, scaly skin,
or terrible itching, dermatology is an
intricate part of family medicine.

Practical Dermatology, by Beth
and Adam Goldstein (she is a der-
matologist and he, a family physi-
cian), is a book that will fill a void
on many clinicians’ bookshelves. The
book is divided into four parts. Part
I discusses the art of dermatology.
This includes the dermatologic ba-
sics (terminology, differential diag-
noses, and pitfalls in diagnoses), der-
matologic therapies (topical agents,
corticosteroid agents, patient-
centered therapy, and pitfalls of treat-
ment), diagnostic procedures (po-
tassium hydroxide preparation, fungal
culture, scabies test, Tzanck smear,
Wood’s light examination, cryosur-
gery, curettage, electrodesiccation,
and shave and punch biopsies, as
well as shave, punch, snip, ellipti-
cal, and cyst excisions), and pre-
ventive dermatology (occupational
and environmental).

Discussions of the common skin
dermatoses are found in part II. The
authors also include discussions of
110 dermatologic disorders and 25
skin manifestations of systemic dis-
ease. The sections are logically ar-
ranged in outline order. Each in-

Section Editor, Michael L. Adler, MD,
Department of Family and Community
Medicine, Bowman Gray School of
Medicine, Winston-Salem, NC.
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cludes classic description (distribution,
primary, secondary), diagnosis, dif-
ferential diagnosis, treatment, and
prevention.

The authors have used more than
125 color illustrations and 200 fig-
ures to help the reader understand
the physical presentation of the der-
matologic findings associated with the
clinical disorders.

The sections on treatment in-
clude common sense instructions to
promote symptomatic relief and res-
olution of the problem. Pharmaco-
logic options, techniques for surgi-
cal intervention, and preventive steps
are presented in a straightforward
manner.

In addition, this book contains
special sections on skin disorders of
pregnancy, geriatric patients, ac-
quired immunodeficiency syn-
drome, the newborn, and the cuta-
neous manifestations of systemic
diseases.

A thoughtful and useful addi-
tion is the appendix, which includes
patient education handouts on 14 of
the most commonly encountered der-
matologic problems. The publisher
has granted permission to repro-
duce these handouts for distribu-
tion to one’s patients.

In summary, thisbook is very easy
to use and will be quite helpful as a
rapid reference source for most com-
monly and some not so commonly en-
countered dermatologic problems. Col-
lected from the files of two medical
schools and two practices, the pho-
tographs are excellent. The common-
sense approaches to therapy and pre-
vention contain many of the practi-
cal pearls of dermatology that can make
a family physician’s practice more suc-
cessful and rewarding. This book
would make an excellent basic text
and/or reference text for medical stu-
dents, residents, faculty, and prac-
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Brief Summary:
Contraindications: Patients who have had allergic reactions to NAPROSYN®
ANAPROX™ or ANAPROX®™ DS or in whom aspirin or other NSAIDs induce the syn-
drome of asthma, rhinitis, and nasal polyps. Because anaphylactic reactions usu
ally occur in patients with a histary 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 taxicity such as bleeding, ulceration, and perforation, can
occur at any time, with or without waming symptoms, in patients treated chroni-
cally with NSAIDs. Remain alert for ulceration and bieeding even in the absence
of previous Gl tract symptoms. In clinical (rials, symptomatic upper GI uicers,
gross bleeding or perforation occur in about 1% of patients treated for 3-6
maonths, and in about 2-4% of patients treated for one year. Inform patients of
signs and/or symptoms of serious Gl taxicity and what steps to take if they occur.
Studies have not identified any subset of patients not at risk of developing peptic
ulceration and bleeding, Except for a prior history of sericus Gl events and other
risk factors associated with peptic ulcer disease, such as alcoholism, smoki
etc., no risk factors {e.g., age, sex) have been associated with increased ri
Elderly or debilitated patients seem to tolerate ulceration or bleading less well
and most spontaneous reports of fatal Gl events are in this population. In consid-
ering the use of relatively large doses (within the recommended dosage range).
Eq;rfml benefit should be anticipated to offset the potential increased risk of
P : DO NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® OR ANAPROX® DS (NAPROXEN SODIUM) SINCE THEY CIRCULATE IN
PLASMA AS THE NAPROXEN ANION. Acute interstitial nephritis with hematuria,
proteinuria, and nephrotic syndrome hias been reported Patients with impaired
renal function, heart failure, liver dysfunction, patients taking diuretics, and the
elderly are at greater risk of overt renal decompensation. If this occurs, discon-
tinue the drug. Use with caution and manitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function. Lise caution in
patients with basefine creatining clearance less than 20 miminute. Use the low-
est effective dose in the elderly or in patients with chronic alcohalic liver disease
or cirrhosis. Borderline elevations of liver tests may occur in up to 15% of
patients. Elevations of SGPT or SGOT occurred in controlled trials in less than 1%
of patients. Severe hepatic reactions, including jaundice and fatal hepatitis, have
been reparted rarely. If fiver disease develops or if systemic manifestations occur
{e.g., eosinophifia o rash), discontinue therapy. If steroid dosage is reduced or
eliminated during therapy, do so slowly and observe patients closely for adverse
effects, inchuding adrenal insufficiency and exacerbation of arthrites symptoms.
Determine hemaglobin values periodically for patients with initial values of 10
grams o less who receive long-term therapy. Peripheral edema has been
reported. For patients with restricted sodium intake, note that each tablet con-
tains approximately 25 or 50 mg (1 or 2 mEq) sodium. Use with caution in patients
with fiuid retention, hypertension or heart failure. The drug may reduce fever and
g their i value. Conduct ophthaimic studies if
any change o disturbance in vision occurs. Information for Patients: Side
effects can cause mmni rarely, more sf::rxs side szegts. such as Gl
bleeding, may result in zation and even fatal cutcomes. Physicians may
wish to discuss with patients potential risks and benefits of NSAIDs, particularly
when they are used for less serious conditions where treatment withaut NSAIDs
may be acceptable. Patients should use caution for activities requiring alertness
if they experience drowsiness, dizziness, vertigo or depression during therapy
Laboratory Tests: Because serious Gl tract ulceration and bleeding can occur
without warning symptams. follow chronically treated patients and inform them
of the importance of the follow-up. Drug Interacthus Use caution when gwlng
concomitantly with coumarin-type
Jurea; furosemide; lithium; beta-blackers; prnhenecm or MMIM
tory Test Interactions: May decrease platelet aggregation and
pmlong bleeding time or increase urinary values for 17-ketogenic steroids. Tempa-
rarily stop therapy for 72 hours before adrenal function tests. May interfere with
mrm' assays of SHIAA. Carcinogenesis: A 2year rat study showed no evi-
. Pregnancy: Category B. Do not use during pregnancy
unless deatrr needed. Avoid use during late pregnancy. Nursing Mothers: Avoid
use. Pediatric Use: Single doses of 2.3-5 mg/kg (as naproxen suspension), with
Intal daily dose not exceeding 15 mp/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 1650 mg/day naproxen sodium than in those on
825 mg/day. In children with juvenile arthritis, rash and prolonged bleeding
times were more frequent, Gl and CNS reactions about the same, and other reac-
tions less frequent than in adults. Incidence Greater Than 1%, Probable Causal
Relationship: Gl: The most frequent c:mplamts related to the Gl tract: constipa-
tion® heartburn® ahdnmmal pain® rﬂum dyspepsia, diarrhea, stomatits. CNS:
headache! dizziness) d vertigo. D
itching (pruritus)® skin uunnms e:chymms. sweating, wm Specal
Senses: tinnitus” hearing d visual di
edema’ dyspnea” paipitations. General: thirst. *Incidence of reported reaction
3%-9%. Where unmarhed, incidence less than 3%. Incidence Less Than 1%:
Probable Causal Relationship: Gl: abnormal liver function tests, colitis, GI bleed-
ing and/or perforation, hematemesis, jaundice, melena, peptic ulceration with
bleeding and/or perforation, vomiting. Renal: glomerular nephritis, hematuria,
hyperkalemia, interstitial nephritis, nephratic syndrome, renal disease, renal fail
ure, renal papaliary necrosis. H logic: agranulocytosis, ia, granulo-
cytapenia, leukopenia, thrombocytopenia. CNS: depression, dream
abnormalities, inability to concentrale, insomnia, malaise, myalgia and muscle
‘weakness, Demmmc ptmnsmsalrue dermatitis, skin rashes. Spe-
cial Senses: hearing impai gestive heart failure. Respi-
ratory: ic pnummus Bm anaphylactoid reactions, menstrual
disorders, pyrexia (chills and fever) Causal Relationship Unknown: Hematologic:
anlasﬂc anemia, hemolytic anemia. CNS: aseptic meningitis, cognitive dysfunc.
ic: epidermal necrolysis, erythema multiforme, photosensitivity
mclms resembling pnrphrna cutanea tarda and epidermolysis bullosa,
Johnson urticaria. Gl: non-peptic Gl ulceration, ulcerative
stomatitis. Cardiovascular: vascultis. General: angioneurctic edema, hyper
glﬁm Iy:ama

i ion, nausea, vomiting. A
faw patleﬂls have had seizures. Empty stomach and use usial supportive meas-
ures. In animals 0.5g/kg of activated charcoal reduced plasma levels of naproxen.
Dosage and Administration for Mild to Moderate Pain, Dysmenorrhea and
Acute Tendinitis and Bursitis: Recommended starting dose is 550 mg. fol-
lowed by 275 mg every 6 to 8 hours. Total daily dose should not exceed 1375 ms.
Dosage and Administration for Rheumatoid Arthritis, Ostecarthritis an
Anl Ing Spondylitis: Recommended dose in adults is 275 mi or 550 mg
twice daily. In patients who tolerate lower doses well, the dose may be increased
to 1650 mg permy for limited periods when a higher level of anti-inflammatory/
analgesic activity s required. At this dosage, should observe suffi-
cient increased clinical benefits to offset potential increased risk,

Caution: Federal law prohibits dispensing without prescription.
See package insert for full Prescribing Information.
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HELP PREVENT
HEART ATTACK

The back stroke. The crawl. The butterfly. It doesn’t
matter which you choose, as long as you do it up to 40
minutes, 3 to 4 times a week. Or try cycling or jogging.
Any type of aerobic exercise program can help reduce
your risk of heart attack and stroke. The only hard part
is diving in. To learn more, contact the American Heart
Association, 7272 Greenville Avenue, Box 47, Dallas,
TX 75231-4596.

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

American Heart Association t’

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

WITH A STROKE.

®
W (isosorbide mononitrate) 20 mgtablets
BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE CIRCULAR.)

Indications and Usage Ismo is indicated for preventien of angina pectoris due to coronary artery disease.
The onset of action is not rapid enough for it to be useful in aborting an acute anginal episode.

Clinical Pharmacology Isosorbide mononitrate is the major active metabolite of isosorbide dinitrate; most
of the clinical activity of the dinitrate comes from the mononitrate. Ismo is not subject to first-pass
metabolism in the liver and the absolute bioavailability of isosorbide manonitrate from Ismo tablets is nearly
100%. The rate of clearance of Ismo is the same in healthy young adults, in patients with various degrees of
renal, hepatic, or cardiac dysfunction, and in the elderly.

Several well-controlied studies have demonstrated that active nitrates were indistinguishable from placebo
after 24 hours (or less) of continuous therapy due to the development of tolerance. Only after nitrates are
absent from the body for several hours is their antianginal efficacy restored.

The drug-free interval sutficient to avoid tolerance to i bid i is not letely defined. The
only regimen shown to avoid development of tolerance with isosorbide mononitrate involves twe daily
doses of Ismo tabiets given 7 hours apart, so there is a gap of 17 hours between the second dose of each day
and the first dose of the next day. Taking account of the relatively long half-life of isosorbide mononitrate this
result is consistent with those obtained for other organic nitrates.

The same twice-daily regimen of Ismo tabiets fully avoided signifi withdrawat effects.
In studies of other nitrates, the incid. and magnitude of such appear to be highly dependent
upon the le of nitrate i

Contraindications Allergic reactions are extremely rare, but do occur. Isma is contraindicated in patients
allergic to it.

Warnings Because the effects of ismo are difficult to terminate rapidly and have not been established in
patients with acute myocardial infarction (MI) or congestive heart failure (CHF), this drug is not recom-
mended in these patients. if Ismo is used in these patients, careful clinical or hemodynamic monitoring is
required to avoid the hazards of hypotension and tachycardia.

Precautions GENERAL Severe hypotension, particularly with upright posture, may accur with even small
doses. Therefore, use with caution in pauems who may be volume depleted or who are already hypntenswe
Paradoxical bradycardia and increased angina pectoris may Ismo-induced

Nitrates may aggravate angina caused by hypertrophic cardiomyopathy.

INFORMATION FOR PATIENTS Tell patients they must fully follow the pi ibed dosing schedule {2
doses taken 7 hours apart) to maintain the antianginal effect (eg. take first dose on awakening and second
dose 7 hours later).

Daily h sometimes with nitrates, including Ismo, and are a marker of drug
activity. Patients with headaches should not alter their treatment schedule since loss of headache may be
with s loss of ginal efficacy. H may be treated with aspirin and/or

h mlnout fft g the antianginal activity of Ismo.
Light ially just after rising from a recumbent or seated position, may occur.

Thls may be morte frequent in patients who have consumed alcohol.

DRUG INTERACTIONS Vasodilating effects of Ismo may be additive with those of other vasodilators,
especially alcohol.

Marked symptomatic orthostatic hypotension has been reported when caicium channel blackers and
organic nitrates were used in combination. Dose adjustments of either class of agents may be necessary.
CARCINOGENESIS, MUTAGENESIS, AND tMPAIRMENT OF FERTILITY No carcinogenic effects were
cbserved in mice or rats exposed to oral Ismo, nor were adverse effects on rat fertility observed.

No mutagenic activity was seen in in vitro or in vivo assays.

PREGNANCY CATEGORY C ismo has been shown ta have embryocidal effects in rats and rabbits at doses at
(east 70 times the maximum human dose. There are no ad and well studies in
women. Use during pregnancy only if potential benefit justifies potential 1eia| risk.

NURSNG MOTHERS Excretion in human milk is unknown. Use caution if administered to a nursing woman.
PEDIATRIC USE Safety and effectiveness have not been established.

Ad ions Frequency of Adverse Reacsions {Di inuations)* Occurring in >1% of Subjects
6 Controlled U.S. Studies 92 Clinical Studies
Dose Placebo 20 mg (varied)
Patients 204 219 3344
; 3% (0%) 38% (9%} 19% (4.3%)
Dizziness 1% (0%) 5% (1%} 3% (0.2%)
Nausea, Vomiting <1% (0%) 4% (3%} 2% (0.2%)

*Some individuals discontinued for multiple reasons

Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain):
Cardiovascular; angina pectoris, afrhylhmnas atrial hhnlla!mn hypotenslon palpitations, postural hypo-

- tension, ventricular icular . Der ; pru-
ritus, rash. Gastrointestinal; abdominal pam dlarrhea dyspepsm tenesmus moth disorder, vomntmg
Genitourinary; dysuria, imp urinary freq blurred vision, cold
sweat, diplopia, edema, malalse neck sllffness ngors Musculoskelelal arthralgia. Neurologlc agita-
tion, anxiety, conf , dy hy appetite, ia, ner-

Respil y; itis, p i upper pi y tract il
Rarely, ordinary doses of organic nitrates have caused inemia in normal ing patients
(See Overdosage).

Overdosage The ill effects of overdosage are generally related to the ability of Ismo to induce vasodllalxon
venous pooling, reduced cardiac output and hyp ymp may include i

pressure, with any or alt of persi: ion, and fever; vertigo; palpita-
tions; visual disturbances; ‘nausea and vommng (possibly with colic and even bicody diarrhea); syncope
(especially with upright posture); air hunger and dyspnea, later followed by reduced ventilatory effort;
diaphorests, with the skin either flushed or cold and clammy; heart biock and bradycardia; paralysis; coma;
seizures and death.

Serum levels have no role in managing averdose. The likely lethal dose in humans is unknown.
There is neither a speciic antidote 1o Ismo nverdose nor data to suggest a means for accelerating its

ellmlnahon from the body; d|aIyS|s is ineffective. Hyp with Ismo results from
ilatation and arterial h i H , direct therapy toward an increase in central fiuid vol-

ume. Use of arterial ictors (eg, epi -ne; is likely to do more harm than good. If patients with

renal disease or CHF, treatment of Ismo overdose may be difficult and require invasive monitoring.

M ia has d in patients iving other orgamc mtrates and probably could occur as

aside effect of Ismo. There are case reports of signi with

overdoses of organic nitrates. None of the affected patients had been thought to be unusually susceptible.
Suspect the diagnosis in patients who exhibit signs of impaired oxygen delivery despite adequate cardiac

output and adequate arterial p0,. C blood is Hate brown, without color
change on exposure to air. The treatmem of choice for n is y blue, 1-2 mg/kg
intravenously.

DOSAGE AND ADMINISTRATION The recommended regimen of Ismo tablets is 20 mg {one 1ablet) twice
daily, with the two doses given 7 hours apart. For most patients, this can be accomplished by taking the first
dose on awakening and the second dose 7 hours later. This dosing regimen provides a daily nitrate-free
interval to avoid the d of refractory {see C F gy).

Well-controlled studies have shown that tolerance to Ismo tablets is avoided when using the twice daity
regimen in which the two doses are given 7 hours apart. This regimen has been shown to have antianginal
efficacy beginning 1 hour after the first dose and fasting at least 5 hours after the second dose. The duration
{if any) of antianginal activity beyond 12 hours has not been studied; large controiled studies with other
nitrates suggest that no dosing regimen should be expected to provide more than 12 hours of continuous
antianginal efficacy per day.

Dosage adjustments are not necessary in the elderly patients or in patients with aitered renal or hepatic
function.

This Brief Summary is based upon the current isma direction circular, Ct 4127-1, Issued January 10, 1992.
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Antianginal activity for at least 12 hours’

In clinical trials, Ismo dosed at 8 am and 3 PM for a period of
2 weeks demonstrated efficacy for at least 12 hours after the
first dose, ie, 5 hours after the second dose, of each day.1

DIFFERENCE IN EXERCISE PERFORMANCE VS PRETHERAPY
Time to moderately severe anginal pain following multiple doses

= lama [N=58) tp<.01
== Placebo (N#60) % p=Notsignficant
t

0 Hour
1 AMDose

Baseline = 7 min 3sec {Adapted from Protocol 12)1

Predictable pharmacokinetic profile

Ismo is nearly 100% bioavailable. Blood levels following
oral dosage are as predictable as those seen with
1.V. isosorbide mononitrate administration.?2

Helps get active patients active again

*The dosing schedule of 20 mg, twice daily, 7 hours apart (with a 17-hour dose-free

interval) must be followed carefully.

Ismo is not recommended for use in aborting acute anginal episodes. The most common
side effect, headache, may be managed with simple analgesics. As with other long-
acting nitrates, Ismo is not recommended in patients with acute myocardial infarction or
congestive heart failure.

References: 1. Data on file, Wyeth-Ayerst Laboratories, Protocol 12. 2. Abshagen U:
Overview of the pharmacokinetics of isosorbide-5-mononitrate. In Julian DG, Ritting-
hausen R, Uberbacher HJ, eds. Mononitrate |l. New York: Springer-Verlag; 1987:pp 28-36.

Please see brief summary of prescribing information on adjacent page.




HARNESS THE TRIPLE
THE POTENT
1. Fungicidal action

e Naftin® is fungicidal, not just fungistatic,
to dermatophytes at low concentrations®

e Imidazoles (Spectazole®, Nizoral®,
Lotrimin® and Lotrisone®*) are fungistatic

at low concentrations.

3. Broad spectrum coverage

® Naftin® is effective against the dermatophytes
which are associated with the majority of tinea infections.

Recommend Broad Spectrum Naftin® (naftifine hydro
for the everyday treatment of tinea pedis, tinea crur:

The Standard of Skin Care
ALLERCAN Herbert For a copy of "Diagnosis and Treatment of Fungal Infs

Shin Cara-DIv S on LA *In vitro data, clinical significance unknown. A low incidence of irritation and

Irvine, CA 82715 1993 Allergan, Inc Please see adjacent page for brief summary of pres




-ACTION POWER OF
ANTIFUNGAL.

2. Rapid symptomatic relief

e Even without a steroid, Naftin® Cream is as

effective as Lotrisone® at relieving tinea-related
pruritus and erythema.'

* In comparative studies, Naftin® Cream-treated patients
showed a marked decrease in scaling at week one and
fissuring at week two compared to Spectazole® treated
patients.®

~hloride) 1% Cream and Gel =—
s and tinea corporis. NAFTIN®

~tions," call: - i )-C : --—: C . C .
i flonsy" EEE ~OB U2 38 = .1'6 e (naftifine hydrochloride) 1%
,ZZ:??JS:SS observed in clinical trials with Naftin® Cream. Cieam |5g, 303, 60g el 208' 403‘ 60g



NAFTIN®

(naftifine hydrochloride) 1%
Cream & Gel

INDICATIONS AND USAGE: Noftin® Cream, 1% is indicoted for topical
opplication in the freatment of finea pedis, finea cruris and finea corporis coused by
the orgonisms Trichophyton rubrum, Trichophyton menfagrophytes, ond
Epidermophyton floccosum. Noftin® Gel 1% is indicoted for the topical freatment of
tinea pedis, tinea cruris ond finea corporis caused by the orgonisms Trichaphyton
rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans® ond
Epidermophyton floccosum.* *Efficocy for this organism in this orgon system wos
studied in fewer than fen infections. CONTRAINDICATIONS: Noftin® Cream
and Gel, 1% is controindicated in individuals who have shown hypersensifivity fo ony
of its components. WARNING: Noftin® Creom and Gel, 1% is for topical use only
ond not for ophtholmic use. PRECAUTIONS: General: Naftin® Creom ond
Gel, 1% is for external use only. f imitafion or sensifivity develops with the use of
Noftin® Cream ond Gel, 1%, treatment should be discontinued and appropriate
therapy instituted. Diagnosis of the disease should be confirmed either by direct
microscopic examination of o mounting of infected fissue in o solution of potassium
hydroxide or by culture on on appropriate medium. Information for patients:
The potient should be told to: 1. Avoid the use of occlusive dressing or wrappings
unless otherwise directed by the physicion. 2. Keep Naftin® Cream ond Gel, 1%
awoy from the eyes, nose, mouth and other mucous membranes.
Carcinogenesis, mutagenesis, impairment of fertility: Long-term animal
studies to evoluate the corcinogenic potentiol of Noftin® Cream and Gel, 1% hove
not been performed. [n vitro ond onimal studies hove not demonstrated any
mutagenic effect or effect on fertility. Pregnancy: Teratogenic Effects:
Pregnancy Category B. Reproduction studies have been performed in rats and
rabbifs (vio oral administration) of doses 150 fimes or more the topical human dose
ond have reveoled no evidence of impaired ferfility or ham fo the fetus due to
naftifine. There are, however, no odequate and welkonfrolled studies in pregnant
women. Becouse onimal reproduction studies ore not always predictive of human
response, this drug should be used duting pregnancy only if clearly needed.
Nursing mothers: [t is not known whether this drug s excreted in human milk.
Becouse many drugs are excreted in human milk, coution should be exercised when
Naftin® Creom and Gel, 1% is administered fo o nursing woman. Pediatric use:
Sofety and effectiveness in children have not been established. ADVERSE
REACTIONS: During dlinical friols with Noffin® Cream, 1%, the incidence of
adverse reactions wos os follows: buming/stinging (6%), dryness (3%), erythemo
(2%), itching (2%), local iritation (2%). During clinicol trils with Noftin® Gel, 1%,
the incidence of adverse reactions wos os follows: buming/stinging (5%), itching
(1%), erythema (0.5%), rash (0.5%), skin feridemess (0.5%).

REFERENCES

1. Smith EB ef al. Double-blind comparison of naftifine cream and
thofrimozole,/betomethosone dipropionate cream in the treatment of finea pedis. J
Am Acod Dermatol 1992;26:125-7.

2. Millikon LE, et ol Naoftifine cream 1% versus econazole creom 1% in the
treatment of tinen cruris and finea corporis. J Am Acod Dermatol 1988; 18:52-6.

Spectazole® s o registered rademark of Orfho Phormaceuticol
Nizoral® is o registered trodemark of Janssen Pharmaceutica Inc.
Lotimin® and Lotrisone® are registered frodemarks of Schering Corp.

ALLERGAN Herbert

Skin Cate Division of Allergan, Inc., lrvine, CA 92715
© 1993 Allergon, Inc

* State and national society ﬁ!&eting dates.

Howdoyou stay
current when the
knowledge base of
medicine doubles
every few years?

Medicine advances at an amazing pace, yet
you can remain current through a wealth of
CME opportunifies offered to you.

To keep abreast of these programs, conferences,
workshops and accreditation activities, order the
new Continuing Medical Education Directory.

This complete reference, just published by the
American Medical Association (AMA), contains
information not available anywhere else. It pulls
together all the information you need to fulfill
your CME obligations, including:

*CME requirembnfs'ef stolalmming \'lds,

state and specialty sociefies, ‘and ﬂ:eAMA
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personc:lized/&:,-msad CME programs.

The Continuing Medical Education Directory serves
as a unique raiemnea ferCME planners, foo.

To order youreopy cqll 300 621-8335
(OP412492DS). The price is only $36 for mem-
bers of the AMA and $45 for nonmembers.
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Exira strength pain relief |
free of extra prescribing |
restrictions.

Bl Telephone prescribing in most states
H Up to five refills in 6 months
B No triplicate Rx required

(hydrocodone bitartrate 7.5mg [Warning: May be habit forming]
and acetaminophen 750mg)

Extra strength pain relief
you can phone in.

' Data on file, Knoll Pharmaceutical Company A Rt
* Standard industry new prescription audit. 3

*{hydrocodone bitarirate 5Smg [Warning: May be habit forming] and acetaminophen 500 m
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Maintain control of your patient’s pain therapy.

(S

.

(hydrocodone
and acetamin

INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain, CONTRAINDICATIONS: Hypersensitivity to acetaminaphen or hydrocodone. WARNINGS: Respiratory Depression: A'lhl?h doses of in sensitive patients,
hydrocodone may produce dose-related respiratory depression. Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of narcotics and their capacity to elevate cerebrospinal fiuid pressure may be markedly
exaggerated in the presence of head injury, other intracranial lesions or a preexisting increase in intracranial pressure. Furthermore, narcotics produce adverse reactions which may obscure the clinical course of patients with head injuries.
Acute Abdominal Conditions: The of narcatics may obscure the diagnosis or clinical course of patients with acute abdominal conditions, PRECAUTIONS : Special Risk Patients: VICODIN/ VICODIN ES Tablets should be used
with caution in elderly or debilitated patients and those with severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease, prostatic hypertrophy or urethral stricture. Cough Reflex: Hydrocodone suppresses the cough
reflex; as with all narcotics, caution should be exercised when VICODIN/VICODIN ES Tablets are used postoperatively and in patients with pulmonary disease. Drug Interactions: Patients receiving other narcotic analgesics, antipsychotics,
antianxiety agents, or other CNS depressants (including alcohol) concomitantly with VICODIN/VICODIN ES Tablets may exhibit an additive CNS depression. The use of MAQ inhibitors or tricyclic antidepressants with hydrocodane preparations
may increase the effect of either the antidepressant or ydrocodone. The concurrent use of anticholinergics with hydrocodone may produce paralytic ileus. Usage in Pregnancy: Teratogenic Effects: Pregnancy Category C. Hydrocodone has
been shown to be teratogenic in hamsters when given in doses 700 times the human dose. There are no adequate and well-controlled studies in pregnant women. VICODIN/VICODIN ES Tablets should be used dunng pregnancy only if the
patential benefit justifies the potential risk to the fetus. Nonteratogenic effects: Babies borm to mothers who have been taking opioids regu!a{[y priof ta delivery will be physically dependent. The withdrawal signs include iritability and
excessive crying, tremors, hyperactive reflexes, increased respiratory rate, increased stools, sneezing, yawning, vomiting, and fever Labor and Delivery: Administration of VICODIN/VICODIN ES Tablets to the mother shortly before deliver
may result in some degree of respiratory depression in the newborn, especially if higher doses are used. Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk an
because of the potential for serious adverse reactions in nursing infants from VICODIN/VICODIN ES Tablets, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug
to the mather. Pediatric Use: Safety and effectiveness in children have not been established. ADVERSE REACTIONS: The most frequently observed adverse reactions include light-headedness, dizziness, sedation, nausea and vomiting. These

effects seem to be more promi in ambulatory than in bulatory patients and some of these adverse reactions may be alleviated if the patient lies down. Other adverse reactions include: Central Nervous System: Drowsiness,
mental clouding, lethargy, impairment of mental and physical performance, anxiety, fear, dysphoria, psychic dependence and mood changes. Gastrointestinal System: The antiemetic phenothiazines are useful in suppressing the nausea and
vomiting which may occur (see above); however, some pl hiazine derivatives seem to be Igesic and to increase the amount of narcotic required to produce pain relief, while other phenothiazines reduce the amaount of narcotic

required to produce a given level of analgesia. Prolonged administration of VICODIN/VICODIN ES Tablets may produce constipation. Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary retention have been
reported. Respiratory Depression: Hydrocodone bitartrate may produce dose-related respiratory depression by acting directly on the brain stem respiratory center Hydrocodone also affiects the center that controls respiratory rhythm, and
may produce irregular and periodic breathing. If significant respiratory depression occurs, it may be antagonized by the use of naloxone hydrochloride. Apply other supportive measures when indicated. DRUG ABUSE AND DEPENDENCE

VICODIN/VICODIN ES Tablets are subject to the Federal Controlled Substance Act (Schedule [If). Psychic dep , physical dependence, and tolerance may develop upon Revised March 1992 5890
repeated ad tion of narcotics; therefore, VICODIN/VICODIN ES Tablets should be prescribed and administered with caution. OVERDOSAGE : Acetaminophen Signs and a

Symp : In acute ac phen overdosage, dose-dependent, potentially fatal hepatic necrosis is the most serious adverse effect. Renal tubular necrosis, hypoglycemic

coma, and thrombocytopenia may also occur. Early symp following a p ially hepatotoxic overdose may include: nausea, vomiting, diaphoresis and general malaise.

Clinical and laboratory evidence of hepatic toxicity may not be apparent until 48 to 72 hours post-ingestion. Hydrocodone Signs and Symptoms: Serious overdose with

hydrocodone is characterized by respiratory depression (a decrease in respiratory rate and/or tidal volume, Cheyne-Stokes respiration, (cyanosis), extreme lence progress-  Knoll Ph stical Company

ing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, and sometimes bradycardia and hypotension. In severe overdosage, apnea, circulatory collapse, cardiac 30 North Jefferson Road

arrest and death may occur Whippany, New Jersey 07981
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WHY CONSIDER TENORMIN
~ BEFORE ALL OTHER BETA BLOCKERS?

V' Convenient, once-daily dosing for all indications

7 Effective control of blood pressure and angina

7 Cardioprotection—improving survival during and after MI'?*
7 Well-tolerated

TENORMIN

(atenolol)

* Good clinical judgment suggests that pati who are dep nt of sympathetic stimulation for adequate cardiac output and BP are not good candidates for beta blockade.
In addition to patients excluded from the ISIS-1 study, those with borderline BP (ie, systolic <120, especially if over age 60) are less likely to benefit.
References: 1. ISIS-1 (First Intemational Study of Infarct Survival) Collaborative Group. Randomised trial of intravenous atenolol among 16 027 cases of suspected acute myocardial
infarction; ISIS-1. Lancet. 1986;2:57-66. 2. Glamann DB, Lange RA, Hillis LD. Beneficial effect of longterm beta blockade after acute myocardial Infarction in patients without
anterograde flow in the infarct artery. AmJ Cardiol, 1991,68:150-154, :

See adjacent page for brief summary of prescribing information.



1.V. INJECTION/ TABLETS

(arenolol) 25, 50,100 mg tablets

(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE | RT.)
INDICATIONS AND USAGE: Hypertension: TENORMIN is mdncaled in the management of hypertension. It may be used alone or
concomitantly with other antihypertensive aqems particularly with a thiazide-type diuretic.

Angina Pectoris Due resis: TENORMIN is indicated for the long-term management of patients with angina pectoris.

Acute Myocardial infarction: TENORMIN is indicated in the management of hemadynamically stable patients with definite or suspected
acute myocardial infarction to reduce cardiovascular mortality. Treatment can be initiated as soon as the patient’s clinical condition allows.
(See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like
those who were excluded from the ISIS-1 trial (blood pressure Yess than 100 mm Hg systalic, heart rate less than 50 bpm) or have other
reasons to avond Dela blockade As noted above, some subgroups (eg, eiderly patients with systolic blood pressure below 120 mm Hg)

kel to

CDIITRAINDICATIOIS TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac failure. (See WARNINGS.)
'WARNINGS: Cardiac Failure: is necessary in incongestive heart failure, and beta
blockade carries the potential hazard of Iurthevdepressmg myacardial contracnlny and precnpnalmu more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and
atenolol slow AV conduction.

In patients with acute myocardial infarction, cardiac failure which is not promptly and effectively controlled by 80 mg of intravenous
furosemide or equivalent therapy is a contraindication to beta- I)Iod(erlrealmenl

In Patients Without a History of Cardiac Fallure: Continued of the with beta-blacking agents over a peried of
time can, in some cases, lead to cardiac failure. At the first sign or symptom of impending cardiac failure, patients should be fully digitalized
andfor be given a diuretic and the response abserved closely. If cardiac failure continues despite adequate digitalization and diuresis,
TENORMIN should be withdrawn. (See DOSAGE AND ADMINISTRATION.)

TENORMIN® (; )25, 50,100 mg 1ablets
In a study of 477 patients, the following adverse events were

In the subsequent Internationat Study of Infarct Survival {ISIS-1}

Cassation of Therapy with TENORMIN: Patients with coronary artery disease, who are beumlrealed with TENORMIN, should be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the ial infarction and
arrhythmias have been reported in angina patients fotlowing the abrupt discontinuation of 1herapy with beta blockers. The lasl wo

complications may occur with or without preceding exacerbation of the angina pectoris. As with other beta blackers, wh
of TENORMIN is planned, the patients should be carefully observed and advised 1o limit physical activity to a minimum. If the angina
i t

reported during including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the dosage of intravenous and sub-
Canventional Conventional  sequent oral TENORMIN was either discontinued or reduced for the
Therapy Therapy following reasoas:
Plus Atenolol Alone
" Reasons for Reduced Dosage
(n=244) (n=233) IV Atenolol
Bradycardia 43 (18%) 24 (10%) Reduced Dose Oral Partial
Hypotension 60  {25%) 34 (15%) (<5mg}* Dose
Dronchaspastn o (30 2 0% yeresovbancarta 105 (13%) i3 (14 5%)
Heart Block 11 {45%) 10 (43%) Cardiogenic Shock 4 (04%) 44%)
e, iEL i
Axis Deviation 16 {66%) 28 (12% ' 4
Supraventricular Tachycardia 28 (11.5%) 45 (19%% Heart Block (> first degree) 5 (.06%) 143 (1.7%)
Atrial Fibrillation 12 (5%) 29 (11%)  Cardia Failure 1{01%) 233 (2.9%)
Atrial Fiutter 4 {16% 7 (3%)  Arrhythmias 3 (04%) 22 (21%)
Ventricular Tachycargia 38 (16%) 52 (22%) Bronchospasm 1.{01%) 50 {62%)
Cardiac Reinfarction 0 (0%) 6 (26%)  “Full dosage was 10mgand some patients receivedless than 10 mg
Total Cardiac Arrests 4 (6% 16 6% pamontansmp B o
Nonfatal Cardiac Arrests 4 (16% 12 (51%) - - — -
Deaths 7 (29% 16 {6.9%) During postmarketing experience with TENORMIN, the following
Cardi Shock 1 {0.4%) 4 {1.7%) have been reported in temporal relationship to the use of the drug:
Development of Ventricular elevated liver enzymes and/or bilirubin, headache, impotence,
Septal Defect 0 (0%) 2 (0.9%) Peyronie's dissase, psoriasiform rash or exacerbation of psoriasis,
Development of Mitral purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
itati a (0%) 2 {0.9%) likeather beta blockers, has been associated with the development
Renal Failure 1 (0.4%) 0 (0%) of antinuclear antibodies (ANA) and lupus syndrome.
Pulmonary Embol 3 (1.2%) 0 (0%)

worsens or acute coronary i develops, itis that TENORMIN be promptly reinstif at leas!
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENORMIN lhempy
abruptfy even in patients treated only for hypertension. {See DOSAGE AND ADMINISTRATION.)

Bronchaspastic Dissases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative beta, selectivity, however, TENORMIN may be usad with caution in patients with bronchespastic disease who
do not respond lo, or cannal lolerats, ather amihypertensive frealment. Since beta, selectivity is not absolute, the lowest possible
dose of IENORMIH should be used ulm therapy initiated at 5D mg and a beta, - lmnl ing agent (broachoditator) should be made
availatle. If dosage must be increased, dividing the dose shouid be cansldered In order to achisve lowar peak blood levals.

Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenoreceptor blocking drugs prior to surgery in the majority of
patients. However, care should be taken when using anesmem: agents such as those which may depress the myocardium. Vagat
dominance, if it occurs, may be corrected with atropine (1-2 mg IV).

Audmonally, <caution should be used when TENORMIN LV. lmechun is administered concomitantly with such agents.

TENQORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be revarsed by
administration of Such agents: eg, dobutamine or isoprotereno! with caution (see section on OVERDOSAGE).

Dlabetes and Hypoglycemia: TENORMIN should be used with uutlon in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with 8r such as diziness and sweating may not be
significantly affected. At recommended doses TENORMIN does nol pmemlate insulin-induced and, unlike

rs, does not delay recovery of blood giucose to normal fevels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg, ia) of idism. Patients of
having thyroid disease shauld be manitored closely when administering TENORMIN [.V. injection. Abvupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developanp thyrotoxicosis from whom TENORMIN therapy is te be
withdrawn should be manitored closely. {See DOSAGE AND ADMINISTRATION )

Pragnancy and Fetal Infury: TENORMIN can cause fetat harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimesters and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester. Administration of TENORMIN for longer periods to pregnant women in the management of mild to moderate hypertension
has been associated with intrautering growth retardation. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

é\ienolol has been shown to produce a dose-related increase in embtyolletal lesorpuons in rats at doses equal toor wwef than SOmn/Wﬂay
or250r effects rabbits, the
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum e human antily

*Based on the maximum dose of 100 mg/day in a 50 kg patient.
PRECAUTIONS: General: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted downward depending on clinical observations including pulse and blood pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.
o rulg?d Ilagll)ﬂmcuun The drug shouid be used with caution in patients with impaired renal function. (SEE DOSAGE AND

Drug Interactions: Catecholamine-depleting drugs (eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIW plus a catecholamine depletor should therefore be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertigo, syncope, or poslural nypolensmn

POTENTIAL ADYERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic biocking agents,
and may he considered potentiat adverse effects of TENORMIN.

Hematologic: Agranulecytosis.

Allergic: Fever, combined with acmng and sore throat, laryngospasm, and respiratory distress.

Cantra! Nervous System: Reversible mental depression progressing to catatonia; visual disturbances; hailucinations; an acute
reversible syndrome characterized by disorientation of time and place; short-term memory loss; emotional lability with slightly clouded

jum; and, on neur i
ic anterial tschemic colitis.

Other: Erythematous rash, Raynaud's phenomenon.

Miscellaneous: There have been reports of skin rashes and/or dry eyes with the usa of beta ic blocking drugs. The
reported incidence is smail, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any such reaction is nat otherwise explicable. Patients should be closely monilored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

syndrome iated with the beta blocker practolol has not been reported with TENORMIN. Furthermare, a
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.

OVERDOSAGE: Overdcsage with TENORMIN has been reported with patients surviving acute doses as highas 5 9. One death was reported
in a man wha may have taken as much as 10 g acutely.

The predominant symptoms reported following TENCRMIN overdose are lethargy, disorder of respiratory drive, wheezing, sinus pause,
and bradycardia. Additionally, comman effects assaciated with overdosage ofanybm -adrenergic blacking agentand which might also be
expected in TENORMIN overdose are heart failure, and/or

Treatment of overdose should be directed to the removal of any unansuvbed drug by induced emesis, gastric lavage, or administration
af activated charcaal. TENORMIN can be remaved from the general circulation by hemodialysis. Other treatment modalities should be
employed at the physician’s discretion and may inciude:

BRADYCARDIA: Atropine intravenously. If there is 10 response to vagal dlockade, give isoproterenol cautiously. In refractary cases, a
transvenous cardiac pacemaker may be indicated.

HEART BLOCK (SECOND OR THIRD DEGREE): cardiac

CARDIAC FAILURE: Digitalize the patient and administer a dwureln: Glucagon has been reported Yo be useful.

HYPOTENSION: Vasopressars such as dopamine or norepinephrine (levarterenol). Monitor blood pressure continuousty.

BRONCHOSPASM: A beta, stimulant such as or andsor ami

HVPUGLVCEMIA \ntlavenaus uluwse

Based severity of May requir and failtties for ing cardiac and
DOSAGEAIID M)IIMISTRATIUN vallnﬂln The initial dnse of TENORMIN is 59 mg given as one tablet a day either alone oradwl 1
diuretic therapy. The full effect of this dase wilt usually be seen within one to two weeks. [f an optimal response is not achieved, the dosage
should be increased ta TENORMIN 100 mg given as one tabletaday. Increasing the dosage beyond 100 mp a day is unlikely to produce any
further benefit.
with other

TENORMIN may be used alone ar
;lrazosin‘ and alpha-methyldopa.

ina Pectoris: The initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not achieved within one
week, the d hould be increased to TENORMIN 100 mg given as one tablet aday. Some patients may require adosage of 200 mg once

agents including thiazide-type diuretics, hydratazine,

Beta blockers may exacerbate the rebound f clonidine. If th d
the beta blocker should be withdrawn several days before the gradual wmutrawal of clonidine. If replacing clomdlne by beta-blocker
therapy, the introduction of beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN LV. Injection when given in clase pvox:mny with drugs that may also have a depressant
effect on myocardiaf contractility. On ions, concomitant use of and intraverous verapamil has resulted
in serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heart faiture, or recent myocardial infarction.

Infarmation on concurrent usage of atenolof and aspirin is limited. Data from several studies, i, TIMI-11, ISIS-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardial infarction setting.

While taking beta blockers, patients with a history of anaphylactic reaction to a variety of allergens may have a more severe reaction on
repeated challenge, either accidental, diagnostic, or therapeutic. Such patients may be unresponsive to the usual doses of epinephrine
used to treat the allergic reaction.

Carcinogenesis, Mutagonul: lmpalnnamol Fertility Two long-term {maximum dosing duration of 18 or 24 months) rat studies and
one fong-term mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human ammypeneﬂswe dose,” did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*}
resulted in increased incidences of Demnn adrenal medullary tumars in males and females, mammary fibroadenomas in females, and
anterior pituitary and thyroid cell carcil in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethai test (mouse}, in viva cytogenetics test (Chinese hamster), or Ames test (S typhimurium).

Fertility of maie or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose") was unaffected Iry atenolol administration.

Animal | atenolol ion of epithelial
cells of Brunner's glands in the duodenum of both male and female dogs at all teslad doso levels of atenolol {starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*) and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolol/kq!day {150and 75 llmes the maximum human p dose," ).

Usage in Pregnancy: Pragnancy Category D: See WARNINGS - Pregnancy and Fetal Injury.

Nursing Mothers: Atenclo! is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.
Caution should be exercised when TENORMIN is administered to a nursing woman. Clinically significant bradycardia has been reperted in
breast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

Pediatric Use: Safety and effectiveness in children have not been established.

*Based on the maximum dose of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient

The trequency estimates in the following table were derived from controlled studies in hypertensive patients in which adverse reactions

were either volunteered by the patient (US studies) or elicited, eg, by checklist (foreign studies). The reported frequency of

aday 1omzmmaieﬁecl

Twenty-four hour contral with ence daily dosing is achieved by piving doses larger than necessary to achieve an immeiate maximum
effect. The maximum early etfect on exercise tolerance occurs with doses of 50 10 100 myg, but at these doses the effect at 24 hours is
attenuated, averaging abaut 50% to 75% of that cbserved with once a day oral doses of 200 mg.

Acute Myocardisl Infarction: |n patients with definite or acute ction, treatment with TENORMIN L.V. Injection
should be initiated as soon as possible after the patient’s arrival in the hospital and after eligibility is established. Such treatment should be
initiated in a coronary care or similar unit immediately after the patient’s hemedynamic condition has stabilized. Treatment should bagin
with the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another S mg intravenous injection 10 minutes later.
TENORMIN 1.V. tnjection should be administered under carefully controlied canditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Ditutions of TENORMIN LV. Injection in Dextrose tnjection USP, Sodium Chioride Injection USP, or Sodium
Chloride and Dextrose Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

In patients wha taferate the full intravencus dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 mg oral dose 12 hours [ater. Thereafter, TENORMIN can be given orally either 100 mg once daily
or 50 mg twice a day for a further 8- days or until discharge from the hospital. it bradycardia or hypotension requiring treatment or any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker Irials suggest that if there is any question concerning the use of IV beta blocker or clinical estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients fulfilling the safaty criteriz may be given TENORMIN Tablets
50 mg twice daity or 100 mg once a day for at least seven days (if the 1V dosing is excluded).

Although the demonstration of efficacy of TENORMIN is hased entirely on data from the first seven postinfarction days, data from other
betablocker trials suggest that treatment with beta blockers that are eff the p be continued for eneto three
years if there are no contraindications.

TENORMIN is an additional treatment to Standard corgnary care unit therapy.

Eiderly Patients or Patients with Renal Impalrment: TENORMIN is excreted by the kidnays; consequently dosage should be adjusted
in cases of severs impairment of renal function. Some reduction in dosage may also be appmpuate for the elderly, since decreased kidney
function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35 mL/min/1.73mz. Accumulation of atenolol
and prolongation of its haf-life were studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak plasma levels were
snumﬁcam[y increased in subjects with creatinine clearances below 30 mUmin.

effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placeba is similar, causal relationship to TENORMIN is uncartain.
Volunteered Total - Volunteered and Elicited

{US Studies) (Foreign + US Studies)
Atenolol (n 164)  Placebe (n = 206) Atenolol (n = 399) Placebo (n = 407)
% % % %

CARDIOVASCULAR
Bradycardia
Cold Extremities
Postural Hypotension

Leg Pain
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Dizziness

Vertigo

Light-headedness

Tiredness

Fatigue

Lethargy

Drowsiness

Depressuun

GASTRDI NTESTINAL
:avr ea

RESPIRATORV (see WARNINGS)
Wheeziness
Oyspnea 06
Acute Myocardial infarction: In a series of investigations in the treatment of acute ial infarction, ia and
occurred more commonly, as expected for any beta blocker, in atenotol-treated patients than in control patients. However, these usually
responded to atropine and/or to withhoiding further dosage of atenolol. The incidence of heart failure was not increased by atenalol.
In?;'ro?tlc' agents wvflre infrequently used. The reported frequency of these and other gvents occurring during these investigations is given
in the foltowing table.
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al dosages are elderly, renally-impaired patients and for patients with renal impairment due
10 o&her causes:
Creatinine Clearance Atenoiol Elimination Half-Life
(mts/min/t.73mz) ) Maximum Dosage
15-35 16-27 50 mg daily
<18 >27 25 myg daily

Some renally-impaired or elderly patients being treated for fiyperiension may require a lower starting dose of TENORMIN: 25 mg given
as one ladleta day. If this 25 mg dose is used, assessment of efficacy must be made carefully. This should include measurement of biood
pressure just prior to the next dase (“traugh™ blood pressure) to ensure that the treatment effect is present for a full 24 hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired patients being treated for indications othes
than hypertension, data are not available for these patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done under hospital supervision as marked
falls in blood pressure can ocour.

Cessation of Therapy In Patients with Angina Pectoris: If withdrawal of TENORMIN therapy is planned, it should be achieved gradually
and patients should be carefully observed and advised to limit physical activity to @ minimum.

Parenteral drug products should beinspected visually for and prior whengver solution
and container permit.

TENORMIN Tablets: Tablets of 25 mg atenolol, NDC 0310-0107 (round, flat, uncoated white Lablets with “T" debossed on one side and 107
debossed on the other side) are supplied in bottles of 100 tablets.

Tablets of 50 mg atenalol, NDC 0310-0105 (round, flat, uncoated white tablets identified with iCl debossed on one side and 105
debossed on the other side, bisected) are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
{ablets are distributed by ICI Pharma.

Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with I} debossed on one side and i01 debossed on the
other side} are supplied in botties of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by IC) Pharma.

Store at contealled room temperature, 15°-30 °C {§9°-86 °F}. Dispense in weli-clased, light resistant containers.

TENORMIN LV. Injection
TENORMIN 1.V. njection, NDC 0310-0108, is supplied as 5 mg atenolol in 10 m{ ampules of isotonic citrate-buffered aqueous solution.

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
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. A Clinical Demonstration of

MIGRAINE
RELIEF
YOU CAN
SEE IN
MINUTES




CERENEX PHARMACEUTICALS INTRODUCES

Actual clinical course of a patient
following administration of one 6-mg

subcutaneous injection of IMITREX
for migraine (time-lapse footage).



MIGRAINE RELIEF
THAT CAN CHANGE
PATIENTS’ LIVES

IMITREX is the first highly specific
5-HT, receptor agonist—offering a
profile of relief unlike any other

migraine therapy.

Relief that begins within 10 minutes."*

Relief any time IMITREX is taken during
the attack."**

Relief of the total symptom complex:
pain, nausea, vomiting, and light and
sound sensitivity."*

Relief of the disability caused by migraine."*
Relief without sedation.

Relief in a simple, convenient dose:
one 6-mg subcutaneous injection.*

Relief within reach for patients:

The IMITREX™ SELFdose System—

a push-button autoinjector with single-dose,
prefilled syringes.

Relief of migraine attacks with or
without aura. IMITREX should not be
administered to patients with basilar or
hemiplegic migraine.)

*Maximum daily dose is two 6-mg subcutaneous

injections (minimum 1-hour interval between doses).
No clear benefit is associated with the administration
of o second 6-mg dose in patients who have failed
to respond to a first injection



CERENEX PHARMACEUTICALS

RELIEF OF THE TOTAL
SYMPTOM COMPLEX
FAST... ANY TIME

“T've got things to do. I want to function
again.... IMITREX gave me a very clean,
bealthy, normal feeling. 1 felt restored”

Betty H.
46-year-old migraine sufferer



INTRODUCES

MIGRAINE RELIEF

THAT CAN CHANGE

PATIENTS’ LIVES

-

IMITREX significantly relieves
pain, beginning 10 minutes
after injection."?

Percent of Patients With Moderate to Severe Pain
Eliminated or Reduced After One 6-mg Injection?

Pain Eliminated or Reduced

[Percent of patients)

*P<0.001. IMITREX (n=734) &
*

70%

60

40
Placebo (n=370)

22%
20

0 10 20 30 40 50 40

Time after injection (minutes)

Data are from a randemized, double-blind, placebo-controlled,
y of 1,104 migraine patients receiving injection with
or placebo. Pain relief was defined as reduction of
e headache pain (grade 2 or 3] to mild or no

IMITREX relieves nausea,

vomiting, and light and

sound sensitivitz-—helping

gatients et back to work,
ack to their lives.

IMITREX eliminated nausea,
photophobia, and disability due
to migraine significantly better
than placebo—beginning within
20 minutes after injection
(P<0.001; n=1,104).2

IMITREX works at any time
during the attack."**

Its efficacy is unchanged whether
administered early or later in
the migraine episode."**

Please consult Brief Summary of Prescribing Information

on the last page of this advertisement



CERENEX PHARMACEUTICALS

RELIEF WITHOUT

COMPROMISE

IMITREX is highly selective.
IMITREX is nonsedating.

There is no evidence of interactions between
IMITREX and prophylactic migraine medications
(verapamil, amitriptyline, and propranolol).

Cardiovascular considerations

IMITREX is contraindicated in patients with
ischemic heart disease, symptoms or signs
consistent with ischemic heart disease, or
Prinzmetal’s angina because of the potential
to cause coronary vasospasm. IMITREX is
contraindicated in patients with uncontrolled
hypertension because it can give rise to
increases in blood pressure (usually small).

Although serious coronary events are extremely
rare, consideration should be given to admin-
istering the first dose of IMITREX in-office to
patients in whom unrecognized coronary
disease is comparatively likely.

Pregnancy category C

There are no adequate and well-controlled
studies in pregnant women; IMITREX should
be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.
(Please see Precautions.)

Worldwide clinical experience

IMITREX has been utilized by over 6,000
patients, treating more than 10,000 attacks
in well-controlled clinical trials.”

Reported adverse events are

generally mild and transient.
IMITREX (6 mg)  Placebo
(n=547) (n=370)
Atypical sensations 42.0% 9.2%
Tingling 13.5% 3.0%
Warm/hot sensation 10.8% 3.5%
Burning sensation 7.5% 0.3%
Feeling of heaviness 7.3% 1.1%
Pressure sensation 7.1% 1.6%
Feeling of tightness 5.1% 0.3%
Flushing 6.6% 2.4%
Injection-site reaction 58.7% 23.8%
Dizziness/Vertigo 11.9% 4.3%

Most adverse events were mild and resolved
spontaneously within 10 to 30 minutes.?

Withdrawals due to adverse events are
comparable to those seen with placebo
(£3.5% in controlled clinical trials).**

For a complete listing of side effects, please consult Briet Summary
af Prescribing Information on the last page of this adverfisement



PATIENTS’ LIVES

RELIEF WITHIN

MIGRAINE RELIEF
THAT CAN CHANGE

REACH FOR PATIENTS

The IMITREX™ SELFdose System:
a push-button autoinjector with
single-dose, prefilled syringes.

Allows patients to self-administer IMITREX
whenever and wherever migraine strikes.

High patient acceptance.’

— 92% of patients who self-administered
IMITREX would be willing to take it again’

Efficacy equivalent to physician-
administered IMITREX.**

For use only by patients for whom
a 6-mg dose has been prescribed.

IMITREX offers simple,
convenient dosing.

The recommended dose is one 6-mg
subcutaneous injection.

If migraine symptoms return, a second
6-mg dose may be administered.

The maximum dose within 24 hours
is two 6-mg subcutaneous injections
(minimum I-hour interval between doses).

No clear benefit is associated with the
administration of a second 6-mg dose in
patients who have failed to respond to a
first injection.

Although the recommended dose is 6 mg,
if side effects are dose limiting, then lower
doses may be used.

IMITREX should not be used within
24 hours of administration of
ergotamine-containing preparations.

Brief Summary ¢

age of this odverti

rescribing Intormation
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. BRIEF SUMMARY
ImitreX"(sumatriptan succinate) Injection

For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex™ Injection product labeling.
INDICATIONS AND USAGE: Imitrex™ Injection is indicated for the
acute treatment of migraine attacks with or without aura.

Imitrex Injection is not for use in the management of hemiplegic or
basilar migraine (see WARNINGS).

Safety and effectiveness have also not been established for cluster
headache, which is present in an older, predominantly maie population.
CONTRAINDICATIONS: Imitrex™ Injection should not be given
infravenously because of its potential to cause coronary vasospasm.

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemic heart disease (angina
pectoris, history of myocardial infarction, or documented silent
ischemia) or to patients with Prinzmetal’s angina. Also, patients with
symptoms or signs consistent with ischemic heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise fo
increases in blood pressure (usually small), it should not be given to
patients with uncentrolled hypertension.

[mitrex Injection should not be used concomitantly with
ergotamine-containing preparations.

Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

WARNINGS:

Imitrex™ Injection should not be administered to patients with

basilar or hemiplegic migraine.
Cardiac Events/Coronary Constriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given to administering the first
dose of Imitrex Injection in the physician’s office to patients in whom
unrecognized coronary disease is comparatively likely (postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). If symptoms consistent with angina occur,
electrocardiographic evaluation should be carried out to look for
ischemic changes.

Sumatriptan may cause coronary vasospasm in patients with a
history of coronary artery disease who are known to be more
susceptible than others to coronary artery vasospasm and rarely in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlled trials who sustained clinical events during or shortly after
receiving subcutaneous sumatriptan that may have reflected coronary
vasospasm. Six of these eight patients had ECG changes consistent
with transient ischemia, but without symptoms or signs. Of the eight
patients, four had some findings suggestive of coronary artery disease
prior to treatment. None of these adverse events was associated with a
serious clinical outcome.

There have been rare reports from countries in which Imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibriflation, ventricular fibrillation,
ventricular tachycardia and myocardial infarction, as well as marked
ischemic ST elevations associated with Imitrex Injection. In addition,
there have been rare, but more frequent, reports of chest and arm
discomfort thought to represent angina pectoris.

Use in Women of Childbearing Potential: (see PRECAUTIONS)
PRECAUTIONS:

General: Chest, jaw, or neck tightness is relatively commion after Imitrex™
Injection, but has only rarety been associated with ischemic ECG changes.

Imitrex Injection may cause mild, transient elevation of blood
pressure and peripheral vascular resistance (see CLINICAL
PHARMACOLOGY section of the product package insert).

Imitrex Injection should also be administered with caution to
patients with diseases that may alter the absorption, metabolism, or
excretion of drugs, such as impaired hepatic or renal function.

Although written instructions are supplied with the autoinjector,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care professional prior to doing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the separate leaflet provided for patients.
Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. In two phase lil trials in the USA, a
retrospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranolol n=94, for 45
other drugs n=123) were compared to those who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be avoided (see CONTRAINDICATIONS).
Drug/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100
times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

In a 78-week study in which mice received sumatriptan continuously
in drinking water, there was no evidence for an increase in tumors

IMX063

considered to be related to sumatriptan administration. That study,
however, did not use the maximum tolerated dose and therefore did
not fully explore the carcinogenic potential of Imitrex™ (sumatriptan
succinate) Injection in the mouse.

A segment | rat fertility study by the subcutaneous route has shown

no evidence of impaired fertility.
Pregnancy: Pregnancy Category C: Sumatriptan has been shown to
be embryolethal in rabbits when given in daily doses producing plasma
levels 3-fold higher than those attained following a 6-mg subcutaneous
injection (i.e., recommended dose) to humans. There is no evidence
that establishes that sumatriptan is a human teratogen; however, there
are no adequate and well-controlied studies in pregnant women.
Imitrex Injection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

In assessing this information, the following additional findings
should be considered.

Embryolethality: When given intravenously to pregnant rabbits daily
throughout the period of organogenesis, sumatriptan caused
embryolethality at doses at or close to those producing maternal
toxicity. The mechanism of the embryclethality is not known. At these
doses, peak concentrations of drug in plasma were more than 3-fold
higher than the range observed in humans after the recommended
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogenesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
pregnancy, there was no evidence of increased embryo/fetal lethality.

Teratogenicity: Term fetuses from Dutch Stride rabbits treated during
organogenesis with oral sumatriptan exhibited an increased incidence of
cervicothoracic vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities is not known.

In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.

Studies in rats and rabbits evaluating the teratogenic potential of
sumatriptan administered subcutaneously only during organogenesis
(standard Segment Il studies) have not been performed.

Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, caution should be exercised when
considering the administration of Imitrex Injection to a nursing woman.
Pediatric Use: Safety and effectiveness of Imitrex Injection in children
have not been established.

Use in the Elderly: The safety and effectiveness of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex Injection in the
elderly is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex [njection.

ADVERSE REACTIONS: (see also PRECAUTIONS) Sumatriptan may
cause coronary vasospasm in patients with 2 history of coronary artery
disease, known to be susceptible to coronary artery vasospasm, and,
very rarely, without prior history suggestive of coronary artery disease.

There have been rare reports from countries in which Imitrex™
Injection has been marketed of sericus and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular
tachycardia, myccardial infarction, and marked ischemic ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.

Other untoward clinical events associated with the use of
subcutaneous Imitrex Injection are: pain or redness at the injection
site, atypical sensations (such as sensations of warmth, coid, tingling
or paresthesia, pressure, burning, numbness, tightness, all of which
may be localized or generalized), flushing, chest symptoms (pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, although they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

Ameng patients in clinical trials of subcutaneous Imitrex Injection
(n=6,218), up to 3.5% of patients withdrew for reasons related to
adverse events.

Incidence in Controlled Clinical Trials: The following table lists
adverse events that occurred in two large US, Phase Ill, placebe-
controfled clinical trials following either a single dose of Imitrex
Injection or placebo. Only events that cceurred at a frequency of 1% or
more in Imitrex Injection treatment groups and were at least as
frequent as in the placebo group are included in table.
Tr_ealmem-Emer?em Adverse Experience Incidence
in Two Large Placebo-Controlled Clinical Trials:
Events Reported by at Least 1% of Imitrex Injection Patients

Percent of Patients Reporting
Imitrex Injection
6mgSC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 4290 92
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 75 03
. Feeling of heaviness 73 11
Pressure sensation 71 16
Feeling of tightness 51 03
Numbness 45 22
Feeling strange 22 03
Tight feeling in head 22 : 0.3
Cold sensation 11 05
Cardiovascular
Flushing 6.6 24
Chest discomfort 45 : 14
Tightness in chest 27 {05
Pressure in chest 1.8 ‘ 03
Printed in USA

Percent of Patients Reporting
Imitrex Injection
6 mg SC Placebo

Adverse Event Type n=547 n=370
Ear, nose, and throat

Throat discomfort 33 05

Discomfort: nasal cavity/sinuses 22 0.3
Eye

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 08

Dysphagia 11 0.0
Injecticn site reaction 58.7 238
Miscellaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 49 03

Neck pain/stiffness 48 05

Myalgia 18 05

Muscle cramp(s) 11 0.0
Neurotogical

Dizziness/vertigo 1.9 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/fatigue 1.1 08
Skin

Sweating 16 11

The sum of the percentages cited are greater than 100% because
patients may experience more than one type of adverse event.
Only events that occurred at a frequency of 1% or more in Imitrex™
(sumatriptan succinate) Injection treatment groups and were at least as
frequent as in the placebo groups are inciuded.
Other Events Qbserved in Association With the Administration of
Imitrex Injection: In the paragraphs that follow, the frequency of less
commonly reported adverse clinical events are presented. Because the
reports cite events observed in open and uncontrolled studies, the role
of Imitrex Injection in their causation cannot be reliably determined.
Furthermore, variability associated with reporting requirements, the
terminology used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided

Event frequencies are calculated as the number of patients reporting
an event divided by the total number of patients {n=6,218) exposed to
subcutaneous Imitrex Injection. Given their imprecision, frequencies
for specific adverse event occurrences are defined as follows:
“infrequent” indicates a frequency estimated as falling between 1/1,000
and 1/100; “rare,” a frequency less than 1/1,000.
Cardiovascutar: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient electrocardiographic changes (nonspecific ST or T wave
changes, prolongation of PR or QTc intervals, sinus arrhythmia,
nonsustained ventricular premature beats, isolated junctional ectopic
beats, atrial ectopic beats, delayed activation of the right ventricle), and
syncope. Rare were pallor, arrhythmia, abnormal pulse, vasodilatation,
and Raynaud's syndrome.
Endocrine and Metabolic: Infrequent was thirst. Rare were polydipsia
and dehydration.
Eye: Infrequent was irritation of the eye.
Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea,
and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.
Musculoskeletal: Infrequent were various joint disturbances (pain,
stitfness, swelling, ache). Rare were muscle stiffness, need to flex calf
muscles, backache, muscle tiredness, and swelling of the extremities.
Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophabia, and lachrymaticn. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.
Respiratory: Infrequent was dyspnea. Rare were influenza, diseases of
the lower respiratory tract, and hiccoughs.
Dermatological: Infrequent were erythema, pruritus, and skin rashes
and eruptions. Rare was skin tenderness.
Urogenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calculus.
Miscellaneous: Infrequent were miscellaneous laboratory abnormalities,
including minor disturbances in liver function tests, “serotonin agonist
effect,” and hypersensitivity to various agents. Rare was fever.
Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reperts which come from
worldwide postmarketing experience: Episodes of Prinzmetal's angina,
myocardial infarction, acute renal failure, seizure, CVA, dysphasia,
subarachnoid hemorrhage, and arrhythmias (atrial fibrillation, ventri-
cular fibrillation, and ventricular tachycardia).
DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex™
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to induce subjective behavier and/or
physiologic response ordinarily associated with drugs that have an

established potential for abuse. CERENﬂ”
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have to mean milk-free!

More like breast milk than other lactose-free formulas

CARBOHYDRATE PROTEIN FAT
Breast Milk LACTOSE H%%NTET&LK HUM’:EI_MILK
5l LACTOSE MILK PROTEIN e
Lactofree™ M MILK PROTEIN e
rsmes | UEE | sorveormn || 0TS

The benefits of milk protein without the problems of lactose

* Keeps milk protein—the preferred’ protein source—in the infant’s diet

Avoids or resolves common feeding problems associated with lactose:
- fussiness/crying =-gas - diarrhea
Easy to digest

No other formula _h

' e iny -l =1 il
A e - w

'at,talend closer to breast mnlk*

i)

Lactofree

Lactose-Free Formula
Jor Baby’s First Year and Bevond

The first milk-based formula* with the
lactose-free difference
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I Data on file, Mead Johnson & Company #1093, Mead




As effective as NSAID standards for OA and RA!

0.5% incidence of peptic ulcers up to 1 year.*' Other
G.I. symptoms comparable to other NSAIDs,
including diarrhea, dyspepsia and abdominal pain

No significant effect on platelet aggregation'

Convenient once-a-day dosing: Starting dose two
500 mg tablets once a day, may be adjusted up
to 2000 mg

*Cumulative rate of ulcers by duration of treatment in U.S. clinical trials with
Rejafen. 1000 mg n=833, 1500 mg n=614, 2000 mg n=69; 95% confidence
intervals (0.1%, 0.9%).







RELAFEN

NABUMETONE (
RELAFEN® \

brand of nabumetone A =

See complete prescribing information in SmithKline Bescham Pharmaceuticals literature or POR. The follow-
ing is a briet summary.

CLINICAL PHARMACOLOGY: Aelafen is a nonsteroidal anti-inflammatory drug (NSAID) that exhibits anti-inflam-
matory, analgesic and antipyretic properties in pharmacologic studies, As with other nonstercidal anti-inflamma-
tory 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 nrudg}. which hepatic bi

B-methaxy-2-naphtivylacetic acid (BMNA), a potent inhibitor of prostaglandin synthesis

1o the active component,

im'lllﬂ;._l'llm AND USAGE: Acute and chronic of signs and symp of hritis and
arthritis.
CONTRAINDICATIONS: Patents (1) who have hibsted fo it; (2) in whom Relafen,

aspirin or other NSAIDs induce asthma, urticaria or ofher allergic-Type reactions.

WARNINGS: Remain alert for ulceration and bleeding in patients treated chronically, even in the absence of
revious G.1. tract symptoms
controlled chinical tnals involving 1,677 patients treated with Relafen (1,140 loliowed 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 symploms of serious G.|. toxicity and what steps to take if they occur In patients with active peplic
uicer, weigh the benefits of Relafen therapy against possibie hazards, institute an appropriate uicer treatment

regimen and monitor the patients’ progress carefully.

In consi the use of relativety large doses rwmnn the recommended dosage range), anticipate benefit
sufficient to oftset the potential increased sk of G.1. toxicity.

PRECAUTIONS: Because ive hepatic of Aelafen dos-

o na

age is penerally necessary in patients with renal insufficiency. However, as with all NSAIDs, monitor patients with

impaired renal function more closely than patients with normal renal lunction

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 Relafen therapy. I

abnormal liver tests persist or worsen, if clinical signs and symptoms consistent with liver disease develop, or

It systemic manifestations occur {e.g., eosinophilia, rash, etc ), di inue Aelafen. Use Relafen cautiously in

patients with severe hepatic impairment

As with other NSAIDs, use Refafan lfau!nuusiy in patients with a history of congestive heart failure, hypertension

or other o posing to fuid

Based on ULV, light photosensitivity testing, Relafen may be assoctated with more reactions to sun exposure than

might be expected based on skin tanning types.

F;%smlans may wish to discuss with their !palpenls the potential risks (see WARNINGS, PRECAUTIONS and
ERSE REACTIONS) and likety bengfits of NSAID treatment, particularly when the drugs are used for less

serious conditions where treatment without NSAIDs may an to both the patient
ian

Exercise caution when administering Refafen with warfarin sinca interactions have been seen with other NSAIDs

In two-year studies conducted in mice and rats, had no i effect

Nabumetone did not show mutagenic potential in the Ames test and mouse micronucieus test in vivo. However,
nabumetone- and 6MNA-treated lymphocytes in culture showed chromosomal aberrations at B0 meg/ml and
higher concentrations (equal 10 the average human exposure 1o Aefafen at the maximum recommended dose)
Mabumetone did not impair fertiity of male or female rats treated orally at doses ol 320 mg/kg/day before
mating
Pregnancy laecfrv C did not cause any teratogenic etfect in rats given up to 400 and in
rabbits up to mgikg orally. However, increased post-implantation Joss was observed in rats at 100 mgfkg
orally and at higher doses (equal 1o the average human exposure to GMNA at the maximum recommended hu-
man dose). There are no adequate, well-controlled studies in pregnant women. Use the drug during pregnancy
only it clearly needed. Because of the known effect of prostaglandin-synthesis-inhibiting drugs on the human fetal
cardiovascular system (closure of ductus arteriosus), use of Redafen during the third trimester of pregnancy is
not recommended.
The effects of Redafen on labor and delivery in women are not known. As with other drugs known to inhibit pros-
i an of dystocia and delayed parturition occurred in rats treated through-

oul pregnancy.

It is not known whether nabumetone or its metabolites are excreted in human milk, however, GMNA is excreted in

the milk of lactating rats. Because of the possible adverse effects of prostaglandin-synthesis-infibiting drugs on
. Relafen is not rec for use in nursing mothers

Safety and efficacy in children have not been establis!

Of the 1.677 patients in U.S. clinical studies who were treated with Relafen, 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 ofder patients and ;uungzr ones. Similar resulls were observed in a one-year, non-U.S.

postldm:rkenm surveillance study of 10,800 Relafen patients, of whom 4,577 patients (42%) were 65 years of age

Or olger.

ADVERSE REACTIONS: Incidence = 1%—Probably Causally Related—Diarrhea (14%), dyspepsia (13%), ab-
dominal pain (12%), constipation*, fiatulence*, nausea*, positive stool guatac*, dry mouth, gastritis, stomatitis,
vomiting, dizziness”, headache”, fatigue, increased ing, | , ner " pruritus®,
rash*, tinnitus*, edema*

“Incidence of reported reaction between 3% and 9%. Reactions occurmng in 1% to 3% of the patients are
unmarked

Incidence < 1%—Probably Causally Related”—Anorexa, jaundice | ulcer, dysphagia, gas-
tric ubcer, gastroenteritis, gastrointestinal bleeding, increased appetite, liver function abnormalities, melena, as-
thenia, agitation, anxiety, confusion, depression, malaise, paresthesia, tremor, vertigo, bullous eruptions, photo-

Y, urticaria, yria cutanea larda, vasculitis, weight gain, dyspnea, hypersensitivily
oo ia, azotemia, i ial nephritis, | vision, anaphylaciold reaction, angiongurotic
ma
Incidence < 1%—Causal Relationship U ' —Bilirubi duodenitis, eructation,

glossitis, pancrealitis, rectal biseding, nightmares, acne. alopecia, erythema multiforme, Stevens-Johnsan Syn-
drome, angina, arhythmia, hyperiension, myocardial infarction, palpitations, syncope, thrombophiebitis,
asthma, cough, dysuna, hematuria, impotence, renal stones, taste disorder, fever, chills, anemia, leukopenia,
granulocytopenia, i glycemi kalgmia, weight loss.

1 Adverse reactions reported only in worldwide p g experience o in the are talicized

OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and institute general support-
Ive measures as necessary, Activated charcoal, up to 60 grams, may effectively reduce nabumetone absorption.
Gaaumimslrallmn of nabumetone with charcoal 1o man has resulted in an B0% decrease in maximum plasma con-

of the active
One overdose occurred in  17-year-old female patient who had a history of pain and was itali
for increased abdominal pain following ingestion of 30 Refafen 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 H,-receptor antagonist and discharged from the hospital without sequelae

DOSAGE AND ADMINISTRATION: Recommended sramn? dose; 1000 mg taken as a single dose with or without
food, Some patients may obtain more symptomatic relief from 1500 mg 10 2000 mg daily. Dosages over 2000 mg
daily have not been studied. Lise the lowest effective dose for chronic treatment

HOW SUPPLIED: Tablets: Oval-ssnggen, film-coated: 500 mg—white, impninted with the product name RELAFEN
and 500, in botties of 100 and 500, and in Single Unit Packages of 100 {intended for institutional use only).
750 mg—Dbeige, impnnted with the product name RELAFEN and 750, in botties of 100 and 500, and in Single Unit
Packages of 100 (intended for institutional use only).

Stored at controlled room temperature (59° to 86°F) in well-closed container; dispense in light-resistant
container

ytopenia, b emia,

b

500 mg 100's: NDC 0029-4851-20 750 mg 100's: NDC D029-4852-20

500 mg 500's: NDC 0029-4851-25 750 mg 500°s: NDC 0029-4852-25

500 mg SUP 100°s: NDC 0029-4851-21 750 mg SUP 100's: NDC 0029-4852-21
BRS-AL:L4

Reference:

1. Data on file, Medical Department, SmithKline Beecham Pharmaceuticals.
SmithKiine Beecham
FPharmaceuticals

Philadelphia, PA 19101
©SmithKline Beecham, 1993
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SAY I'T WITH

MANUAL OF STYLE

The one to consult

hether it's a multi-volume work or a short article,
you'll find the write stuff in the AMA Manual of Style.

This 8th Edition, a major revision, is the standard among
medical publishers. All major aspects of manuscript prepara-
tion are covered in five sections which outline: ® Preparing
an article for publication ® Style ® Terminology ® Mea-
surement and Quantitation ® Technical Information and
Bibliography.

You'll find everything you need to make your article a
success including: ® Legal and Ethical Matters ® Grammar
® Punctuation ® Word Use ® Foreign Words and Phrases
® Diacritics ® Abbreviations ® Units of Measure ® Num-
bers and Percentages ® Mathematics ® Statistics ® Produc-
tion and Printing Terms @ Editing and Proofreading Marks
® Eponyms ® Nomenclature ® Greek Alphabet ® Virus
Names @ SI Units and Conversion Tables ® Expanded Col-
lection of Graphs and Charts @ Bibliography ® Resources
for On-Line Databases.

Next time you have a question about making your
medical writing more clear, concise and
accurate, be ready with one simple answer —
the AMA Manual of Style. Order your
copy today!

1988/377 pp/ 4351-X/$28.95

Want it faster? Call FREE
1-800-638-0672 from anywhere in the U.S.

Yes, send me —__ copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not completely satisfied, | may return the book within 30 days at
no further obligation (US only).

Payment Options
Save postage and handling charges by enclosing your payment.

O Check enclosed 0[O Billme O VISA 0[O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

Name

Address

@ City/State/Zip

Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202
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gh aiyp:cal cases due to
trachomatrs* /

& 4

M:lhons of patients treated successfully
worldwide over the past 7 years

*FLOXIN is indicated for the treatment of the following mild to moderate infections: communily acquired pneurnuma
and acute exacerbations of chronic bronchitis due to Haemoph.‘lus influenzae or S!. p
uncomplicated skin and skin structure infections due to Stap aureus, Strep pyogenes, or Proteus
mirabilis; uncomplicated cystitis dua to Citrobacter dlvwsus. Enterob Escherichia coli, Klebsiella
pneumoniae, Proteus mirabilis, or Pseud: ] complicated urinary tract infections due to Escherichia
coli, Klebsiella pneumoniae, Proteus m;rabiﬂs. Cﬂ'mbacl'or diversus, or Pseudomonas aeruginosa; prostatitis due to
Escherichia coli; acute uncomplicated urethral and cervical gonorrhea due to Neisseria gonorrhoeae; nongonococcal
urethritis and cervicitis due to Chlamydia trachomatis; and mixed infections of the urethra and cervix due to Chlamydia
h is and Nei. ia gonorrhoeae.

The safety and efficacy of FLOXIN in children, adolescents {under 18), pregnant women, and lactating women have not
been established. FLOXIN is contraindicated in persons with a history of hypersensitivity to FLOXIN or the quinolone
group of antibacterial agents. Serious and occasionally fatal hypersensitivity (anaphylactic) reactions, often following
the first dose, have been reported in patients receiving therapy with guinolones, including ofloxacin. The drug should
be discontinued immediately at the first appearance of skin rash or any other sign of hypersensitivity. For information
on Warnings, Precautions, and additional Adverse Reactions that may occur, regardless of drug relationship, please
see full Prescribing Information

see brief summary of Prescribing Information on last page of this advertisement.

~ ORTHOPR 11 AL OATHO ’ ‘ McNEIL
/ CORPORATIC
. 4 Raritan, New Jersey 08869-0602 g’p';‘,ﬁﬁﬁg’},@gc&‘!ﬂ%&%




[ofioxacin tablets)

BRIEF SUMMARY. CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION.
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200 mg

300 mg 400 mg

Cracks tough cases
in a wide range of infections*
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Senous and somelimes fatal events of uncetan etiology have been reparted in patiens receiving pregniancy only i the poleniia benell jusifies the potentil ik la e fetus. {Sea WARNINGS )
extremely rarely, ofioxacin. These events may be severe and ocour followng mmmdm Nursing Mothers: .
maniestations may include cne or mare of the following: fever, rash or severs dermatologic Int g femal gle orai 200-mg dose of ofk lted of ofiowacin in milk thal were similar
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Including thrombotic thrombocylopenic leukopenaa, agranuiocyloss, pancylopenia, 1o the mother, (See WARNINGS and REACTIONS.)
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Information for Patients

Patients should be advised:

- o drink fluids Rerally.
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CRYSTALLURIA HAVE BEEN REPORTED with other quniolones.

Caution: Federal (U.S.A.) law prohibits dispensing without prescription

FLOXIN® 55 & trademark of Ortho Pharmacsutical Corporation Revised December 1992
US. Patent No. 4,382.89 833-10-270-7
* Due to susceptible strains of indicated pathogens.

ORTHO PHARMACEUTICAL Lzt
CORPORATION
Fldnlan NJ US-ﬂ 0BB6D

McNEIL
I‘ PHARMACEUTICAL

SPRING HOUSE, PA USA 19477
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against | MENTAL
RETARDATION

The enemy is PKU, an inherited disease that, if left untreated,
causes mental retardation before a child is one year old. But using a test
developed by a March of Dimes researcher,

PKU can be identified when a baby is only a few days old. And by putting
PKU babies on a special, low-protein diet, its effects can be avoided.
Please, join our Campaign for Healthier Babies.

March of Dimes

We deliver small miracles

@ March Of Dimes Birth Defects Foundation, 1992
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unms who have had allarylc reactions to

Nﬁ or ANAPROX DS or in whom aspirin or

ulmr NSAIDs induce the syndrome of asthma, rhinitis, and nasal
wgm Because anaphylactic reactions usually occur in patients
with a history of such reactions, llueslinn patients for asthma,
nasal r.nlrps. urticaria, and n associated with NSAIDs
before starting therapy I smpinms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and pu‘lntaﬂon can ow.lr at az time, with or withou! warning
tremﬂ mnlcaliy with NSAIDs. Remain

for ulcmlnon and bl such patients even in the
absenus of previous Gl tract symptom In clinical trials, srmr
tomatic upper GI ulcers, ,Eross bleeding o ermatw o
oecur in imately 1% of patients treated for 3-6 mo and
in :bout —4% 01 pal!oms treated for one year Inform patients

symmo! serious Gl toxicity and what

slnoe 1o mm if they occur. have not identified subset

of patients nol at risk of develop nu penm umtm i“aﬂml ""ﬁ
other

E for a
Iam knmm ud \mth |c ulcar disease, sur.h as

alcoholism, smoking, etc., no risk &hq&

been associated with increased risk. Elderly or ted palmbs
seem to tolerate uiceration or bleeding less well than others and
most spontaneous reports of fatal GI events are in this population.
In :onsndannn the use of relatively large doses (within the recom-

mended dosage range), sufficient tmo'! be amlclpam o
offset the potential increased risk of "tgu
NOT GIVE NAPRDSYN® (NAPR N CO MITANTLY WITH

ANAPROX® S‘:!‘:'.QPRIJJ!LE SIJDIUM OR ANAPROX*® DS
NAPROXEN ‘k NCE THEY BOTH CIRCULATE IN PLASMA
TH‘E NAPHUIEN“ ?l:‘phm mstlllal mpmmth hema-
uria, proteinuria, reported.
Pamms with lm?alred renal function, heart failure, liver dysfunc-
tmn pahmstak ng diuretics, and the elderly are at greater risk of
renal decompensation. If this occurs, discontinue the drug

Use with caution and monitor serum creatinine and/or creatining

Use caution in patients with baseline creatinine cluranne less

than 20 mL/minute. Use the lowest effective dose in “

in patients with chronic alcoholic liver disease or nrrrn:m ith

@%&mﬁlwum of liver tests may molun up 10
en progress, remain ui of be

transient with oontlrlued_ herapy. Elmtions of SGPT or SGI]T

ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 murlnssm receive long-term therapy. Periph-
eral edema been ted. Therefore, use with caution in
patients with fuid hynerlansnon or heart failure. The
drug's antipyretic and anti-inflamma activities reduce
fever and inflammation, diminishing their diagnostic value. Con-

jum intake, note that the
suspension contains 8 %ml of sodium. Information for
Patients: Side etfects s can cause discomfort and, raru
therummorewimsidemcls.suchasﬁl
may rssun in hosp:lzﬂmhn and even fatal outcomes. Physnr.d
may wish to discuss with mm&mulrﬂsaﬂdllkm
benefits of NSAID treat: particularly when they are used for
less serious conditions whae treatment without s may be

ing symnlnms foliow nhromcally treated ients for signs and

symptoms of these and inform them of the importance of this

follow-up. Drug Interactions: Use caution when M:& concomi-
M{L with coumarin-type anticoagulants; a ntoin,

amide or sull'o urea; furosemide; lithium; beta-blockers;

bsme” mmm L d bieedi
rug may telet agg ion and p ng
I?Immumc steroids. Tempo-

r:rily stop therapy for 72 ho runl.! function

tests. The dr hwlm with urlwy assays of SHIAA. Car-

::&n-h:ug 2-year rat study showed no evidence of carcino-
ty.

Gries Cloary neotic. A 458 Quin, s preguancy, Nreiey
cl b use guril .

mwmhnumm mﬁ'&m Single
doses of 25-5 wmmldul;ﬁmnamwmﬁ

mg are safe in children over 2 years of age. Adverse
In a study, GI reactions were more frequent and severe

u:dxmnsas.’ sweating, purpura. Special Senses: tinnitus; hear-
ing mmbancu& visual disturbances. Cardiovascular: edema;
nea’ palpital Hnns General: thirst. Incidence Less Than 1%;
jonship: GI: abnormal liver function tests,
colitis, GI bleeding inw‘al rfnrlhun hematemesis, jaundice,
melena, peptic ulceration wi hlawmo and/or purhraﬂnn. vmml
ing. Renal: glomerular nephritis, hematuria
stitial nephritis, nephrotic syndrome. renal disease, ma 1a|fuu
ranat upilhry necrosis. Hematologic: agranulocytosis, eosino

philia
m abnormalities, inability to oommrlm lnsom
nia, mhlso, myalgia and muscle weakness. Dermal alope-
cia. photosensitive dermatitis, skin rashos Special Senses:
hamnq lmpakmont Clrdlwmullir hl: esth!re hg'hlygé!turé
Respiratory mumnnl General. an ol
ructbns. lrmrua Eonrol ia (chills and fever). Causal
Relat Hum‘lnlon anemia, hemolytic
anemia. thrmrlls cognitive dysfunction. Dermata-
Ic epldermal necrolysis, nmhema multiforme, photosen-
g porphyria cutanea tarda and
urticaria. G|
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Incid of reported 3%-9%. SYNTEX
Where unmarl:ed incidence less than 3%. EI:
us patent nos. 3.904.682 3,998,966 and others.
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FOR CHRONIC ARTHRITIS

EXPECT A REDUCTION
INJOINT PAIN
AND TENDERNESS

Color-enhanced 3-D CT image of OA hip with joint
space narrowing and marginal osteophytes
Supplied by David W. Stoller, MD, of
California Advanced Imaging

As with other NSAIDs, the most
frequent complaints are gastrointestinal.

Please see brief summary of prescribing information
on adjacent page.

EXPECT SUCCESS FROM

NAPROSYN

NAPROXEN) 000 mg iablets ‘

Also available in 375 and 250 mg tablets and in suspension 125 mg/t

g N € 1992 Syntex Puerto Rico, Inc. NP93017




