Today’s hypertensives
with new concerns...

GENERATION

0 hoose CARDURA: first-line therapy

for a new generation of hypertensives.

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%).
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CARDURA® (doxarsin mesylate) Tablats Cardiac Toxicity in Animals: DOXAZOSIN  PLACEBO
Brief Summary of Prescribing Information An increased incidence of myocardial necrosis of fibrosts was displayed by (N=339) {N<336)
INDICATIONS AND USAGE Sprague-Dawley rats after 6 months of dietary AUTONOMIC: Mouth Dry % %
CARDURA (doxazosin mesylate) is indicated for the treatment of hypertension. provide 80 mg o ,-u“ﬂl‘l‘ﬂ“ﬂm d Flush Py %
CARDURA may be used alone of in combination with diuretics or i at ati to provide 40 mg d
blocking agents. There is limited experience with CARDURA in combination with (150 times the madmum recommended human daosa & patient weight of SPECIAL SENSES: Vision Abnormal % 1%
angiotensin enzyme inhibitors or calcium channel biockers. wmmmmmhmmwmmmnm Conjunctivitis/Eye Pain 1% 1%
CONTRAINDICATIONS manner with 40 mg dexazosinig/day for 18 months. No )| Tinnitus 1% 0.3%
CARDURA is contraindicated in patients with a known sensitivity 1o quinazolines observed at lower doses (up to 10 or 20 mg/g/day, Mnnhmlmln PSYCHIATRIC. SomoRnce 5% 1%
{e.9. prazosin, terazosin). sither species. These lesions ware not obsarved after 12 months of oral dosing in z 2% %
WARMINGS dogs and Wistar rats at maximum doses of 20 fday and 100 W"‘""‘““’ % 1%
‘Syncope and “Firsi-dose™ Effect: mmtmmmmmmhm frovusn 1% i%
Doxazosin, like other alpha-adranargic blocking agents, can cause marked of Fertility: Sexual Dystunclion oy 1%
hypatension, especially in the upright position, with syncope and other mmmmwammmma
postural symptoms such as dizziness. Marked orthostatic effects i (highest dosa 40 mg/kg: about 150 timas the GASTROINTESTINAL:  Nausea 3% %
camman with the first dose but can also occur when thers is a dosage MMWMGIGMMMMMM Diarrhea 2% %
Increase, or if therapy is intarrupted for mare than a few days. To di ity in rats, There was also no evidence of carcinogenicity in a Constipation 1% 1%
the likelihood of excessive and syncope, i1 is essential that sirnilarty conducted study {up to 18 months of dietary administration) in mice. Dyspepsia 1% 1%
treatmant be initiated with the 1 my dose. The 2, 4, and The mouse study, however, was compromised by the failure 1o use a maximally Flatulence 1% 1%
8 mg tablets are not for initial therapy. Dosage should then be adjusted slowly tolerated dose of doxazosin. Abdominal Pain 0% %
{mmmmmwmnmm ‘mm@-_m-qmummmmmum Vomiting 0% 1%
POk Aol ety M o | e RESPIRATORY Rhinitis % 1%
vith should 1o avoid Stutlies in rats showed reduced fertiifty in males treated with daxazosin at oral % 1%
MMMMMM“ doses of 20 {but not 5 or 10) mg/kg/day, about 75 times the maximum Dyspoea 1% %
Mnmmmamwwmu g daily hiiman dose. This effect was reversible within two weeks of drug Epistaxis
doses of doxazosin in normotensives beginning at 1 mg/day, only 2 of 6 withdrawal. URINARY: Polyuria 2% 0%
subjects could tolerats more than 2 mg/day without experiencing symplomatic Pragnancy Urinary Incontinence 1% %
postural hypotension. In another study of 24 healthy 5 T Elfects, Pregnancy Category B. Studies in rabbits and rats at daily Frequency 0% 2%
receiving initial doses of 2 mg/day of in, seven (29%) of the biects ol doses of up fo 40 and 20 mg/kg, respectively (150 and 75 times the GENERAL' Fatigue/Malaise 12% 5%
ion between 0.5 and 6 hours after maximum recommended daily dose of 16 my, assuming a patient weight of 60 ' Ghest Pain 2% 2%
the first d Jum l'llﬂlﬁlﬂ!'?oﬂhl kq), have revealed no evidence of harm to the fefus. Tha rabbit study, however, Asthenia 1% bies
ive subjects syncope. 5 trials in ised by the failure 10 use a madmally tolerated dose of doxazosin, Face Ed 1% 0%
patients always doxazosin dosing at 1 mp/day resulting in a 4% incidence There ara no adequate and well-controlled studies in pregnant woman. Bacause Pain % 2%

began
ﬂmﬂmmmmmmmﬂm
g over 1500 patients with dose titration
mmnmmmmwmmumm«
at the starting dosa of 1 mg and 1.2% (8/664) occurred at

16 mo/day.
the should be placad in a recumbent position and
treated supportively as necsssary.
PRECAUTIONS
General
f.mm

2 s the most severs orthost Moicmmmmm
mmnmmdmuahmdmmm
were common in cinical triaks, occurming in up to 23% of all patients treated and

adverse reactions have been reported, but these are, in gensral, not

‘was found 1o cross the placenta following oral of
labelled doxazosin to pregnant rats.
Nonteratogenic Effects. In pu‘l-pmrmlmm rm.pmniavdopm

at matemal doses of 40 or 50
mm mmﬂmmlmm mdmmumn
and reflexes.

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

Systam:
accident; Aufonemic Nervous System: paliar; mmm

concentration about 20 than the | pla
s not known whether this drug is excreted in human milk. Sanmmnnm
are excreted in human milk, caution should be exercisad when CARDURA is

mmwmhmaﬁ administered to 2 nursing mother,

wera by P
Wmnimwm:ﬂﬁnmmmmziwsm Safety and effectiveness in children have not been established.
per day. There was an increased frequency of orthostatic effects in patients given  ADVERSE REACTIONS
8 mg or more, 10%, compared to 5% at 1-4 mg and 3% in the placebo group. (CARDURA has been administered fo approximately 4000 patients, of whom 1679
Patients in occupations in which orthostatic hypotension could be dangerous were included in the clinical development program. In that program, minos
should be treated with particular caution. adversa effects were fraquent, but led to discontinuation of treatment in only 7%
1k DCCUrS, placed in position and, it of studies adverse effects occurred in 43% and
this measure is L fluids or 40% of patients in the doxazosin and placebo , respactively, and led 1o
wwwmmammmhm: discontinuation in 2% of patients in each group. Thé major reasons for
confraindication to further doses of CARDURA. discontinuation were postural effects (2%), edema, malaisafatigue, and some
2. Impaired liver function: heart rate disturbance, each about

mmmmmmnmmmu

impaired hepatic function fo influence
meatabolism (see CLINICAL Mm . Thare is no contrelled dlinical

:mummmmmmmm

Analysis of hematologic data from patients receiving CARDURA in contralied
clinical trials showed that the mean WBC (N=474) and mean neutrophil counts

placebo-controlled
doses ranging from 1-16 mg. Tﬂl those adv
(possibly/probably retated) reported for patients in these studies where the
prevalence rate in the doxazosin group was at least 0.5% or where the reaction is

of particular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

Dbreast pain; mmmm dry skin, mmmm
v-u-‘r‘-.m labiliry, W‘W‘ﬂ thinking,
WMWmmmm

increased appetite,
mmh.hﬁ sﬂuu
sinusitis, coughing, pharyngitis; Urinary Systam: renal caiculus; General Body
System: hot flushes, back pain, infection, fever/nigors, decreased weight,

influenza-like symptoms.

CARDURA has not been associated with any clinically significant changes in
routine biochemical tests. No clinically relevant adverse effects were noted on
serum potassium, serum glucose, uric acid, biood urea nitrogen, creatining or
liver function tests. CARDURA has been associated with decreases in white

bload cell counts (See Precautions).

OVERDOSAGE

No data are available in regard to overdosage in humans.

The oral LDsg of doxazosin is greater than 1000 mg/kg in mics and rats. The
miost ikaly of would be for which the

wsual treatment would be i infusion of fluid. As in is highly

jprofein bound, dialysis would not be indicated.
'DOSAGE AND ADMINISTRATION

DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA in
hypertensive patients is 1 mg given once daily. This starting dose is intended to
minimize the frequancy of postural hypalension and first dose syncope
associated with CARDURA. Postural effects are most Ekely to ocour between 2
and 6 hours after a dose. Therefore biood pressure measurements should be
taken during this time pariod after the first dose and with each increase in dose.
Depending on the indwvidual patient's standing iood pressure response (based
on measurements taken at 2-6 hours postdose and 24 hours posidose), dosage
may then be increased to 2 mg and thereatter if necessary to 4 mg, 8 mg and 16
imy to achieve the desired reduction in blood pressure, Increases in dose
beyond 4 mg Increase the likelihood of axcessive postural etfects including
syncope, postural dizziness/vertigo, postural hypotension. Al a litrated dose
o 16 mg onca daily the frequancy of postural affects is about 12% camparsd
placebo.

HOW SUPPLIED
CARDURA (dooazosin mesylate) is avaslable as colored tablets for oral
administration. Each tablst contains doxazosin mesylate equivalent to 1 mg
(white}. 2 mg (yellow), 4 mg (orange) or 8 mg (green] of the active constituent.
doxazosin.

@ TABLETS are available as 1 mg (white), 2 mg (yellow), 4 mg
(erange) and 8 mg (green) scored tablets.
Bottles of 100: 1 mg (NDC 0049-2750-66), 2 mg (NDC 0043-2760-66), 4 mg
(NDC D048-2770-66), 8 mg (NDC 0049-2780-66)
Recommended Storage: Store below B6°F(30°C).
CAUTION: Federal law prohibits dispensing without prescription.
Issued Nov 1990

counts returned to normal after discontinuation of CARDURA. No patients
‘became symptomatic s a result of the low WBC or neutrophil counts.
Information for Patients: ey
Patlents shaaid be made aware of th Jand - )
‘Symptoms, especiadly at the inifiation of therapy, mmmmmu CARDIOVASCULAR: Dizziness 19% £
mmwammmwmmsmm and after Vertigo % 1%
interruption of therapy when treatment is d. They should be Postural Hypotension 03% 0% 10 3% for
mmmmmmmmmmmu Edema 4% %
doazosin therapy. They should also be advised of the need to sit or lie down when Palpitation 2% %
, although these sympoms are nat Arthythmia 1% 0%
mmmhhuﬁmmmnmummn Hypotension 1% 0%
diziness, ightheadedness, or they should b i 03% 1%
o the py 50 that dose adj canb mmm Peripheral Ischemia 03% 0%
be toid th d requiring caution 7
wmmmwmmm. SKIN APPENDAGES: m L o
Mast (98%) of plasma doxazosin is protein bound, in kitro data in human MUSCULOSKELETAL:  Arthralgia/Arthiitis 1% 0%
MMMMMMMMMWW&M Muscle Weakness 1% 0%
wartarin, phy or There is no on the effect of Myaigia % L §5-4538-00-0
MWMMMMMMMWM CENTRAL &
been administered without any evidence of an adverse drug interaction to PERIPHERAL N.§ Haadachs 14% 16%
patients receiving thiazide diuretics, beta blocking agents, and nonsteroidal ani- Panssihasia 1% 1%
inflammatory drugs. Kinetic Disorders 1% 0%
Drug/Laboratory test inferactions: 1% 0%
None known, : 1% 0%
Muscle Cramps 1% 0%
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The ARCHIVES OF FAMILY MEDICINE is a member of the consortium of AMA
_journals listed below. The ARCHIVES reaches more than 80000 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 ol Children (AJDC)
Archives of Dermatology

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 (1SSN 1063-3987) is published bi-
monthly by the American Medical Association, 515 N State St, Chicago, 1L 60610,
and is an official publication of the Association. Application to mail at second-
class postage rates is pending at Chicago and at the additional mailing office. GST
registration number R126 225 556.

@ PRINTED ON RECYCLED PAPER

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY MED-
ICINE are as follows: 580 for 1 year, $143 [or 2 years in the United States and US
possessions; all other countries, 1 year, $95; 2 years, $173 for surface delivery.

For expedited air delivery to most countries, add $20 surcharge for 1-year sub-
scription, $40 for 2 years, (Rates for subscriptions for delivery to Japan or South
Korea are available through exclusive agents—contact the publisher.) Speciil rates
for residents and medical 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, 1L 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-
cago, IL 60610, or call {312) 670-SUBS (670-7827) between 8:30 am and 4:30 pm
CST,

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 ditectly 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.
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1. Data from randomized. controlled studies. On file. SmithKline
Beecham Pharmaceuticals.

2, Palmer RH, Frank WO, Rockhold FW, et al. Cimetidine 800 mg
twice daily for healing erosions and ulcers in gastroesophageal
reflux disease. J Clin Gastroenterol. 1990:12(suppl 2):529-534.
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Verapamil HCI s

PELLET-FILLED CAPSULES

PROTECTS your hypertensive

patients for 24 hours'

B EDUCES vide

@ variations in BP control’

‘ ' WYETH-AYERST
LABORATORIES

N EGLIGIBLE
be managed in most patients,

is the most frequently reported discontinuation due to
side effect of verapamil.
side effects' B

Constipation, which can easily

Please see brief summary of
Prescribing Information including

CONTRAINDICATIONS,
WARNINGS, and PRECAUTIONS ‘DOSED once dally at all

on adjacent page. dOSQS




References: 1. Carr AA, Bottini PB, Prisant LM, et al. Once-daity verapamil in the treatment of mild-to-mod-
erate hypertension: a double-blind placebo-controtled dose-ranging study. J Clin Pharmacol. 1991.31:144-
150. 2. Data on file for VERELAN 240 mg, Lederle Laboratories, Peari River, NY.

Briet Summary

VERELAN®
Verapamil HCI
Sustained-Release Pellet-Filled Capsules

For complete Prescribing Information, consult package insert.

CLINICAL PHARMACOLOGY

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

Atnovemnoular block can occur in patients wnmout preexisting condition defects (see WARNINGS).

Acceleration of icular rate and/or on has been reported in patients with atrial flutter
or atrial fibrillation and a coexisting accessory AV pathway following administration of verapamil (see
WARNINGS).

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

CONTRAINDICATIONS

Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <90 mmHg) or cardiogenic
shock, sick sinus syndrome (if no pacemaker is present), second- or third-degree AV block (if no pacemaker
is present), atrial flutter/fibrillation with an accessory bypass tract (eg, WPW or LGL syndromes), (see
WARNIN S), hypersensitivity to verapamil.

WARNINGS

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

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

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

© 1992 Lederle Laboratories, A Division of American Cyanamid Company, Wayne, NJ 07470

VERELAN® verapamil HC}

increase serum digoxin leveis by 50% 1o 75% during the first week of therapy, which can result in digitalis
toxicity. In patients with hepatic cirrhosis, verapamit may reduce total body clearance and extrarenal clear-
ance of digitoxin. The digoxin dose should be reduced when verapamil is given and the patient carefully
monitared. Verapamil will usually have an additive effect in patients receiving blood pressure-lowering
agents. Disopyramide should not be given within 48 hours before or 24 hours after verapamil administration.
Concomitant use of flecainide and verapamil may have additive effects on myocardial contractility, AV con-
duction, and repolarization. Combined verapamil and quinidine therapy in patients with hypertrophic car-
diomyopathy should be avoided, since significant hypotension may result. Verapamil has been given
concomitantly with short- and long-acting nitrates without any undesirable drug interactions. Interaction be-
tween cimetidine and chronncnl‘lil administered verapamil has not been studied. In healthy volunteers, clear-
ance of verapamil was reduced or unchanged. Concomitant use of lithium and verapamil may rasult in a
lowering of serum lithium levels or increased sensitivity to lithium. Patients receiving both drugs must be
monitored carefully.

Verapamil may increase carbamazepine concentrations during combined use. Rifampin may reduce vera-
pamil bioavailability. Phenobarbital may increase verapamil c!earance Verapamil may increase serum lev-
els of cyclosporine. Conoomntam use of mhalanon i L ists needs careful
titration to avoid Jlard Vi il iate the acuvnyof neuromuscu-
lar blocking agents (curare-loke and derolanzm ); dosage reduction may be required. Adequate animal car-
cinogenicity studies have not been performed. One study in ra|s dnd not su est a tumorigenic potential, and
verapamil was not mutagenic in the Ames test. Pregnancy Categ ere are no adequate and well-
controlled studies in pregnant women. This drug should be used dunng pfegnancy. {abor, and delivery only if
clearly needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during vera-
pamil use. Safety and efficacy of verapamil in children below the age of 18 years have not been established.

ADVERSE REACTIONS

Reversible (upon discontinuation of verapamit) nonobstructive, paralytic ilaus has been infrequently re-
ported in association with the use of verapamil.

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following adverse
reactions were reporied: constipation (7.4%); headache {5.3%); dizziness (4.2%); lethargy (3.2%); dyspep-
sia (2.5%); rash (1.4%); ankle edema (1.4%); sleep disturbance (1.4%); myalgia (1.1%). In clinical trials of
other formulations of verapamil HCI (N = 4,954), the 1ollowm reactions have occurred at rates greater than
1.0%: constipation (7.3%); dizziness (3.3%); nausea (2 7%) poxensmn (2.5%); edema (1.9%); headache
(2.2%}; rash (1.2%}; CHF/pulmonary edema (1.8%); fatigue (1.7%): bradycardia (HR<50/min (I 4%& AV
block-total 1°, 2°, 3° (1.2%); 2° and 3° (0.8%): flushing (0.6%); elevated liver enzymes (see WARNINGS).

The foliowing reactions, reported in 1.0% or less of patients, occurred under conditions (open trials, mar-
keting experience} where a causal refationship is uncertain. Cardiovascular: angina pectoris, atrioventricu-

lar dissociation, chest pain, claudication, myocardial m(arctlon 'S, purp (vasculitis),
Digestive System diarrhea, dr{h mouth, \iaau i .,‘ gil yperplasia. Hemic and Lym-
phatic: ecchymosis or bruising. Nervous cereb ular accident, confusion, equilibrium disor-

ders, insomnia, muscle cramps, pavesthesna psychotic symptoms shakiness, somnolence. Resplratory:
dyspnea. Skin: arthralgia and rash, exanthema, hair loss, hyp g, urticaria,
Stevens-Johnson syndrome, erythema muttiforme. Special Sensaes: blurred vision. Urogenital: gyneco-
mastia, impotence, increased urination, spotty menstruation.
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Membrane-controlled NICODERM®Assures

Membrane-controlled Means That Nicotine Delivery
Is Less Dependent on Skin Permeability.

Occlusive backing

Nicatine reservair

Unique .
Rate-controlling
Membrane

The only nicotine
transdermal system
that is-membrang=
controlled —not skin-
controlled—resulting
in 24-houp nicotine
plasma levels that help
suppress physiologic
withdrawal symptoms

1

Nicotine in the adhesive layer
provides rapid delivery of
nicating during the initial few
hours.

Capillaries

Artist's interpretation of the layers of the NICODERM transdermal system.

Nicotine-containing
adhesive

2

Nicatine delivery from

- the deugreservoir
thereafter depends on
the rate-controlling
membrane with less
dependence on skin
permeability. It then
passes through the
adhesive layer and
reaches the systemic
circulation via the
capillaries.
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Reproducible Delivery of Nicotine

10-Week Weaning Program. Convenient “6-2-2" Schedule
for Nicotine Elimination and Committed Quitter’s Program as an
Aid to a Comprehensive Behavioral Smoking-cessation Program.

Patches Shown Actual Size

NICODERM”

(Nicotine NICODERM®

Transdermal (Nicotine >

= R S NICODERM
System) Transdermal oo
] System) g

QR l4mg/day Tmgiday
6 Weeks — Initiate and maintain 2 Weeks — Step down to 2 Weeks — Step down to
therapy with NICODERM 21 mg/day ~ NICODERM 14 mg/day NICODERM 7 mg/day

B Clinical study demonstrates safety in stable coronary
artery disease patients* (Start with 14 mg/day)

B Smallest dimensions of any nicotine patch available.
Superthin profile avoids catching on clothes

B 2-week packaging. Convenient for your patients
to initiate treatment

The product should be used as part of a comprehensive behavioral smoking-cessation
program. The use of NICODERM beyond 3 months has not been studied.

The specific effects of NICODERM on fetal development are unknown. Therefore,
pregnant or nursing smokers should be encouraged to attempt cessation using
educational and behavioral interventions before using pharmacological approaches.
Marion Merrell Dow does not recommend use of NICODERM in pregnant women.

The risks of nicotine replacement in patients with certain cardiovascular and
peripheral vascular diseases should be weighed against the benefits of including
nicotine replacement in a smoking-cessation program for them.

Dosage adjustment of concomitant n.n. .9
“lc e
WP B T RREYE

medications may be necessary.
[nicofine transoermal sustem]

(See drug interactions.)
Round-the-Clock Relief :
From Physiologic Nicotine Craving
# As seen in an B-week study. NICODERM should pe used with caution, if Ia_|t all, in patients during the immediate

postmyocardia ir’famtinn period, |r‘ patients with life-threatening arrhythmias, and in patients with severe or worsening
angina pectoris. (See Precautions.

Please see brief summary of
prescribing information on an
adjacent page.




Brief Summary of
Presceibing Information as of January 1992
NICODERM®
{nicotine transdermal system)
Systemic delivery of 21, 14, or 7 mg/day over 24 howrs
Caution: Federal law prohibits dispensing without prescription.
DESCRIPTION
NICODERM is a transdermal system that provides systemic delivery of nicotine for 24

hours iollowung‘ns application to intact skin.
The NICODERM system is a muHilayered rectangular film containing nicotine as the

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

Information for Patiest

A patient instruction bookdet is included in the ot NICODERM systems dispensed
to the patient. The instruction sheet contains im| andnstmmnson
hiow to properly use and dlspose of NICODERM systoms Patients shouid be encouraged
to ask questions of the pl n and pharmacist.

Patients must be advised to keepbom used and unused systems out of the reach of
children and pets,

21moking cessation, with or without nicotine replacement, may alier the pharmacokinetics
certain i dicati

;he Lﬂmg asmse events were raported more trequently in NICODERM-treated
B

phcebo»tmted patients of exhibited a dosa response in clinical trials.
. Diarhea*, psia*
Disordors: Dny moutht
Muscaloskaletal : Artiralgiat, my
Nervous System: normal dreams’, ifsomnia (23%) nervousness*
Skin amd Appendages: wealmg

Freqnenues for 21 n&
“ Reported in 3% to 9% of pmnts
1 Rwoned in 1% 10 3% of patients

if reported in <1% of patients

active agent. For the three doses the composition per unit area is identical, F
from the visible surface toward the surface attached to the skin are (1) an occlusive
backing  (polysthylene/aluminuv/polyester/ethylene-vinyl acetate copolymer), g) adnyg
res8rvoir comaining nicoting (in an athylene viny! acetate copolymer matrix); %

adhesive; agd

May Require a Decrease in

guct!ve finer that covers the adhesive layer and must be removed before

INDICATIONS AND USAGE

NICODERM treatment is indicated as an aid to smoking cessation for the relief of nicotine
withdrawal symptoms. NICODERM treatment should be used as part of a comprehensive
behavioral smokiny g cessation program.

The use of NICODERM systems 1m longer than 3 months has not been studied.

CONTRAINDICATIONS
Use of NICODERM systems is contraindicated in patients with hypersensitivity or allergy
fo nicotine or to any of the companents of the therapeutic system.

WARNINGS

Nicotine from any source can be toxic and addictive. Smoking causes lung cancer, heart
disaase, and emphysema and may adversely affect the fetus and the pregnant woman.
For any smoker, with or without concomitant disease or pregnancy, the sk of nicotine
replacemcm in a smoking-cessation pr S ram should be m?ned against the hazard of
continued smoking wmle using NICODERM systems and the

sation of smoking without nicotine repiacement.

Tobacco smoke, wluch has been shown 1o be harmtul to the fetus, contains nicotine,
nide, and carbon monoxide, Nicoting has been shown in animal studies to
m. ft is therefore presumed that NICODERM systums can cause fetal harm
when administered to a pregnant woman. The effect of nicotine delivery by NCODERM
systems has not been examined in pregnancy (see PRECAUTIONS).

Thersfors prognast smokers shoxld be 1o stiempt cossation using educa-
tional and bakavieral Ilbmnlinl before n 'hmulnlnl l»nm L]

NICODERM progaant
:‘h'I'I:‘ ula ICDDERI mmm patient smll be mi of the potential

Mmmﬁmluthlm

The amounts of nicotine that are tolerated bB adult smokers can produce symptoms of
poisoning and could prove fatal if the NICODERM system is applied or m ested by
mg/day systems contain about 73% (83 mg) of their initial
the used and unused

children or pets. Ut
dm%content Therefore, patients should be cautioned to keep
NICODERM systems out of the reach of children and pets.
PRECAUTIONS
The patient should be urged to.stop smoking completely when snmauno NICODERM
therapy {see DOSAGE AND ADMINISTRATION). Patiénts shouid rmed that if they
continue to smoke while using NICODERM systems, they may ewenence adverse effects
due to peak nicotine levels higher than those experienced from smoking alone. If there is
a clinically significant increase in cardmvascular or other effects attributable to nicotine,
the NICO! E M dose should be reduced or NICODERM treatment discontinued (see
WARNINGS; Physicians should antici| hat may need
Josage adjustment &see Drug Interactions).
The use of NICODERM systems beyond 3 months by patients who stop smoking should
be discouraged, because the chronic consumption of nicotine by any route can be
harmful and addicting.

Ina !waek, open-label, dermal irritation and sensitization study of NICODERM systems,
7 of 230 patients exhibited definite erythema at 24 hours after application. Upon rechal-
lenge, & patients exhibited mild to modarate contact allergy. Patients with contact sensiti-
zation should be cautioned that a serious reaction could occur fram exposure to other
nicotine-containing progucts or smoking. In the efficacy trials, erythema followin Dg
system removal was typically seen in about 14% of pamms some edema in 3%, af
dropouts due to skin reactions occurred in 2% of patients.

Patients: should be instructed to promptly discontinue the use of NICODERM systems
and contact their physicians, if they experience severe or persistent local skin reactions
(g, severe erythema, pruritus, or edema) at the site of application or a generalized skin
reaction (eg, urticaria, hives, or generalized rash).

Patients using NICODERM mevany concurrently with other transdermal products may
exhibit local reactions at both application sites. Reactions were seen in 2 of 7 patients
using concomitant Estradsrm® (estradiol transdermal system) in clinical triais. In such
patients, use of one or both systems may have 10 be discontinued.

NICODERM systems are usually well tolerated by patients with normal skin, but may be
iritating for patients with some skin disorders (atopic or eczematous dermatitis).

The risks of nicotine replacement in patients with certain cardiovascular and peripheral
vascular diseases should be weighed against the benefits of including nicotine
replacement in a smoking-cessation program for them. Specifically, patients with
coronary heart disease (history of myocardial infarction and/or angina pectorss), serious
cardiac arrythmias, or vasospastic diseases (Buerger's disease, Prinzmetal's variant
anama should be carefully screened and evaluated before nicotine replacement is pre-

Tachycardla occurming in association with the use of NICODERM therapy was re Bomd
if serious cardi symptoms occur with the use of NICODERM

raBy it should be discontinued.
NICODERM therapy was as well tolerated as rlambo in a controlled trial in patients with
coronary artery disease (see CLINICAL STUDIES). One patient on NICODERM 21mg/day,

lwo on NICODERM 14 mg/day, and eight on placebo discontinued treatment dus to

avents,
NICODERM merany did not affect angina frequency or the appearance of arrhythmias on
Hotter monitoring in patients.
NICODERM therapy oonara!ly should not be used in patients dunng the immediate post-
myocardial infarction period, nts with serious arrhythmias, and patients with severe
OF worsening angina pectons

Basal of Hosatic innafficioncy

The pharmacokinetics of nicotine have not been studied in the elderly or in patients with
or hepatic impairment. However, given that nicotine is extensively metabotized and

that its total system clearance is dependent on liver biood flow, some influenca of hepatic

impairment on- dm?)e inetics (reduced clearance) shoukd be anticipated. Only severe renal

impairment would be expected to affect the clearance of nicoting or its metabolites trom

the circulation (se¢ Pharmacokinetics).

£ndocrine Disesses

NICODERM therapy should be used with caution in patients with hyperthyroidism,
pheochromocytoma, or insulin-dependent diabetes, since nicoting causes the release of
catechotamines by the adrenal medulla.

Peglic icer Disoase

Nicotine detays healing in peptic ulcer disease; theretore, NICODERM therapy should be
used with caution in patients with active peptic ulcers and only when tho benefits of
including nicotine replacement in a smoking-cessation program outweigh the risks.

Accelorated liypertontion
Nicotine therapy constitutes a risk factor for devek
patients with accelerated hypertension; therefore, NICDDERM Iﬁeraw should be used

NIDAJ027/A7022

Cansal Rolationship UNKNOWN
Adverse events raported in NICODERM- and placebo-treated patients at about the same
h

. (5 il
elf does not apgear lo bea can:mogen in laboratory animals. However,
nicoting and its metabolites increased the incidences of tumors in the cheek pouches of
hamsters and forestomach of F344 rats, respectively, when given in combination with
tumor initiators. One study, which could not be replicated, suggested that cotinine, the
pnrnary metaboiite of nicotine, may cause tymphoretlcular sarcoma in the large intestine
In rats,
Nmtme and cotinine were not murtagenic in the Ames Sa/monefia test. Nicotine induced
repairable DNMama in an €. colitest system. Nicotine was shown to be genotoxic in
atesx lem using Chinese hamster ovary cells. In rats and rabbits, impiantation can
delayed or mhnbmm by a reduction in DNA synthesis that appears to be caused by
nicotine. Studies have shown a decrease in litter size in rats treated with nicatine during
ion.

Pregnancy Category D (sée WARNINGS).

The harmful effects of cigarstie smoking on maternal and fetal heaith are cleary estab-
lished. These include low birth waight, mcreased nsk of ’gontaneous abortion, and
increased perinatal mortality. The M therapy on fetal devel-
0pMBnt are unknown. Therefore pregnant smokers shoutd be encouraged fo attempt ces-
sation using educational and behavioral interventions before using pharmacciogical

approaches.
Spontaneous abortion during nicotine repiacement therapy has been reported; as with
smoking, nicotine as a contributing tactor cannot be exdudod

NICODERM therapy should be used during pregnancy only if the likelinood of smoking
cessation justifies the potential risk of use of nicotine replacement by the patient who
may continue to smoke.

Mml Stedies: Nicotine was shown to produce skeletal abnormalities in the offspring
of mice when given doses toxic to the dams (25 mg/kg IP or SC).

Human Studies: Nicotine teratogenicity has not studied in humans except as a
companent of cigarette Jmh cigarette smoked delivers about 1 mg of nicotine).
It has not been possible to conclude whether cigarette smoking is teratogenic to humans.

Othor Elfects

Animal Stedies: A nicotine bolus (up to 2 mqlkm 0 pfeonam rhesus monkeys caused
acidosis, hypercarbia, and hy| ternal concentrations were about 20
times those achieved after smoking 1 cnarem in 5 minutes). Fetal breathing movements
were reduced in the fetal lamb after infravenous injsction of 0.25 mg/kg nicatine to the
ewe (eqmvalem to smoking 1 cigarette every 20 seconds for 5 minutes). Uterine blood
fiow was reduced about 30% after infusion of 0.1 mg/kg/min nicotine for 20 minutes to
pregnant thesus monkeys (equivalent 1o smoking about 6 cigarettes every minute for 20

Nlmu smolundun pmnancy is associated with an increased
m ofmspomanoous‘abomon [ nts, and mnnatal mortality. mtlTﬁ
carbon

eﬂecl of cigarette smoking on m wdmvascular pammems MS becn studied near

torm, Cigarettes increased fetal aortic blood flow and heart rate and decreased uterine
blood flow and fetal breathing movenwms NICODERM therapy has not been studied in
pregnant humans.

Labor and Delivery
The NICODERM system is not recommended to be left on during labor and delivery. The
effects of nicotine on a mother or the fetus during labor are unknown.

Caution smad be exercised when NICODERM therapy is administered to nursin,

women. The safety of NICODERM therapy in nursing infants has not been examined.
Nicotine passes tmly mto brusl mllk, the milk to plasma ratio avnraﬁes 2.9. Nicotine is
absorbed osally. An the abikty to clear nicotine try hwauc
however, the efficiency 01 lomoval is probably lowest at birth. The
tions in milk can bo expected to be lower with NICODERM therapy, when used as
directed, than with cigarette smoking, 25 matemal piasma nicotine concentrations are
generally reduced with nicotine replacement. The risk of exposure of the infant to
nicotine from NICODERM merwr' should be weighed against the risks associated with
the infant's expasure to nicotine fram continued smoking by the mother (passive smoke
exposure and contamination of dreast mitk with other companents of tobacco smoke)
and from NiCODERM therapy alonie or in combination with continued smoking.

NICODERM therapy is not recommended for use in children, because the safety and
eﬁocuvanoss of NICODERM therapy in children and adolescents who smoke have ot

ﬁ%ﬁé ranents over the age of 60 participated in clinical triats of NICODERM therapy.
M therapy appeared to ba as effective in this age group as in younger smokers.
However, asmama various body aches
patients over 60 years of age.
ADVERSE REACTIONS
Assessment of adverse svents in the 1,131 gamms who particigated in controlled clinical
trials is complicated by the occnrrenoe of Gl and CNS effects of nicoting wr!hdlaml as
well as nicotine excess. The actu; of both are

smoking by many of the patients. When {eoomng adversa events during Ihe trials, the
investigators dld not attempt to identify the cause of the symptom.

, and dizzingss occurred slightly more often in

Iosical Adverse Eveats

The rmslcommm mwsewmtassmwdmmtovwnmne is a short-lived ery-
thema, pruritus, vbumms site, which was seen at least once in
47% of patients on the NICODERM system in the clinicat triats. Local erythema after
system removal was noted at least once in 14% of patients and local ednma in 3%.
Erythema generally resolved within 24 hours. Cutaneous hypetwssmvnm sensi-
:mon) o)ccurred in 2% of patients on NICODERM systems (see PRECAUTIONS, Allergic

gactions)

ki Possible Mechanism
a rate- abgal:ti:::;nw:a:eis::o Deinduction of hepatic frequency in clinical trials are listed below. The clinical significance of the association
a pn’r imiprattine, oxzepam, enzymes o smoking mBD;nmNICDDERM' ;y&s:as and these events is unknown, but they are reported as
theophyline cessation Body 33 9 Whole: Asthenia“, back pain chest paint, pain*
oon Sysiem: Abdominal pant, constipation”. nausea”, vomiting!
insulin Increase in Subcutaneous Mervous System: Dizziness*, headache (29%), pauslhesm ,
insulin absorption with m Couah mcreased , pharyngitis*, sinusitis
smoking cessation. Special Ssmes: "?“ DCNM
adrenergic antagonists Decrease in circulating Urogenitl Syste
(eg, prazosin, labstalol) catecholamines Frequencies for 21 systems
with smoking cessation. +Reported in 3% to patients
P in 1% to 3% of patients
May R an Increase in Unmarked i reported in <1% of patients
Dose at n of Smoking Possibie Mechanism DRUG ABUSE AND DEPENDENCE/TREATMENT OF OVERDOSE
fmwk‘mm‘s D?mm wlatng For further infermation, please see Full Prescribing [nformation
, isoproterenol, ca nes nufacture
Mkeiibood of achieving ces- u?enyhpmine) With smoking cessation. M st
" . ; Pato Alto, CA 94304 for
Ko et Marion Merrell Dow Inc.

Kansas Gy, MO 64114
Prescribing Information as of January 1932
nidb0192a

ﬁMARION MERRELL DOW INC.
u KANSAS CCTY, MO $41148
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W (isosorbide mononitrate) 20 mg tablets
BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE CIRCULAR.)

Indications and Usage Ismo is indicated for prevention of angina pectoris due to coronary artery disease

The onset of action is not rapid cnnuqh for it to be useful in aborting an acute anvnlnal episode.

Clinical P oy itrate is the major active bolite of isosor initrate; most
of the clinical activity of the dinitrate comes from the mononitrate. Ismo is not subject 1o first-pass
metabolism in the liver and the absolute bioavailability of isosorbide mononitrate from Isma tablets is nearly
100%. The rate of clearance of Isma is the same in healthy young adults, in patients with various degrees of
renial, hepatic, or cardiac dysfunction, and in the elderly

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

The drug-free interval sufficient to avoid tolerance to i b is not comp defined. The
only regimen shown to avoid P of with isosorbide mononitrate involves two daily
doses of Ismo tablets 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 tablets successfully avoided significant rebound/withdrawal etfects.

In studies of other nitrates, the incidence and magnitude of such phenomena appear to be highly dependent
upon the schedule of nitrate admi

Contraindications Allergic reactions are m(lremel;r rare, but do occur. Ismo 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 (M) or c heart failure (CHF), this drug is not recom-
mended in these pmenls If Ismo is used in these patients, careful ciinical or hemodynamic monitoring is
required 1o avoid the hazards of hypotension and tachycardia

Precautions GENERAL Severe hypotension, particularly with upright posture, may occur with even small
dom Therelm use wllh caution in pali:n!s who may be volume depleted or who are already hypotensive.

y and i d angina pectoris may accompany Ismo-induced hypotension.
Nnrales may aggravate angina caused by hypertrophic cardiomyopathy.
INFORMATION FOR PATIENTS Tell patients they must carefully follow the ibed dosing schedule (2

doses taken 7 hours apart) to maintain the antianginal effect (au. take first dose on awakening and second
dose 7 hours later).

Daily with nitrates, & g Ismo, and are a marker of drug
activity. Patients with headaches shuultl not alter their treatment schedule since loss of headache may be
with may be treated with aspirin and/or

efficacy
acetaminophen without affecting the armanglnai activity al Ismo.
Light-headedness on standing, especially just after rising from a recumbent or seated position, may occur.
This may be mare frequent in patients who have consumed alcohol.
DRUG INTERACTIONS Vasodilating effects of Ismo may be additive with those of other vasodilators,
especially alcohol
Marked symplomatic orthostatic hypotension has been reported when calcium channel blockers and
organic nitrates were used in combination. Dose adjustments of either class of agents may be necessary.
CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY Mo carcinogenic etfects were
observed 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 1o have embryocidal elfa:ls in rats and rabbits at doses at
least 70 times the maximum human dose. There are no ad and studies in
women. Use during pregnancy only if potential benefit M.Lstnres potential Iml risk,
NURSING MOTHERS Excretion in human milk is unknown. Use caution if administered to a nursing woman.
PEDIATRIC USE Satety and effectiveness have not been established

Adverse F of Adverse Reactions (Discontinuations)* Occurring in >1% of Subjects
6 Controlied U.S. Studies 92 Clinical Studies
Dose Placebo 20 mg (varied)
Patients 204 219 3344
Headache 9% (0%) 38% (9%) 19%  (4.3%)
Diziness 1% (0%) 5% (1%) 3% (0.2%)
Nausea, Vomiti <1% _(0%) 4% (3%) 2% (0.2%)

*Some individuals dtsr.onlmum for multiple reasons
Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain):
rh atrial

Cardiovascular; angina pecloris, yp . palpitations, postural nwa-

fension h i SFHCUW [ ic; pru-

rhus ra.st Baslrointesfinal; abdominal pah diarrhea, dyspepsva tunasmus tooth disorder, vom:llng
ary; dysuria, imp urinary fi blurred vision, cold

sweal, diplopia, edema, malaise, neck stiftness, rigors. Musculoskeletal; arthralgia, Neurologic, agita-

tion, anxety, y ¥ appetite, ia, ner-

Respi bronchiti ia, upper resp Iratl infection

Rarely, ntd.lnzry dosus of organic nhmas have r:usad globi in normal ing patients

(See Overdosage).

Overdosage The ill effects of overdosage are wnmlly retated 1o the ability of Isma to induce vasodilation,

venous pooling, reduced cardiac uurpul a may include i

pressure, with any or all of persi ion, and moderate fever; vertigo; palpita-

tions; visual disturbances; nausea and vnmltmg (possibly with colic and even bloody diarrhea); syncope
{especially with upright posture); air hunger and dyspnea, later followed by reduced ventilatory effort,
diaphoresis, with the skin either flushed or cold and clammy; heart block and bradycardia; paralysis; coma;
seizures and death

Serum levels nm no role in managing overdose. The likely lethal dose In humans is unknown.

There is neither a specific antidote to Ismo overdose, nor data fo suggest a means for accelerating ils

efimination from the body; lisalysm IS ir . Hyp with Ismo results from
and arterial by ; therefore, direct therapy toward an increase in central fluid vol-
ume. Use of arterial [ p ) is likely to do more harm than good. In patients with

renal disease or CHF, treatment of Ismo merdm l'nav be difficult and require invasive monitoring.

Methemaoglobinemia has occurred in patients receiving olher organic nitrates, and probably could occur as
aside effect of Ismo. There are case reports of significant methemoglobinemia in association with moderate
overdoses of organic nitrates. None of the atiected 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 ar‘lenal . Classically, methemoglobinemic biood is chocolate brown, without color
change on exposure 1o air. The freatment “choice for methemoglobinemia is methylene biue. 1-2 mg/kg
intravenously.

DOSAGE AND ADMINISTRATION The recommended regimen of Ismo tablets is 20 mg (one tablet) 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 development of refractory tolerance (see Clinical Pttmua!nln

Well-controlled studies have shown that tolerance to Ismo tablets is avoided when using the twice daily
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 lirst dose and lasting at least 5 hours after the second dose. The duration
(it any) of antianginal activity beyond 12 hours has not been studied; large controlied studies with other
nitrates suggest that no dosing regimen should be expected to provide more than 12 hours of continuous
antianginal efficacy per day.

aoswe adjustments are not necessary in the elderly patients or in patients with altered renal or hepatic
nction.
This Brief Summary is based upon the current Ismo direction circular, CI 4127-1, Issued January 10, 1992,
ﬂ'H'RﬁBlNS BOEHRINGER ‘ ' WYETH-AYERST
MANNHEIM - LABORATORIES
PHARMACEUTICALS -
Adv. #60233 € 1992, Wyeth-Ayerst Laboratories

CHOOSE
YOUR

Crunch a carrot. Snack on strawber-
ries. In the fight to eliminate cancer, some
of the best kept secret weapons are right
behind your refrigerator door. Look
foods low in fat, high in fiber, and rich in
Vitamins A and C. Choosing your weapon
is a matter of habit. Fruit instead of fat,
Mustard instead of mayo on that midnight
sandwich. For a more comprehensive list,
call the American Cancer Society at
1-800-ACS-2345,
andwmyour | ANMERICAN
refrigerator into an
arsenal of great

CANCER
tasting weapons. SOCIETY’

THERE'S NOTHING MIGHTIER
THAN THE SWORD.



Lilly Research Laboratories
introduces a new oral antibiotic class

THE FIRST CARBACEPHEM

A STEP BEYOND...




NEW CLASS

LORABID ::ov.

FRSTINA POTEN

NEWCLAS

A new carbacephem.

Combination of benefits.
m Efficacy
m Excellent pharmacokinetic profile

m Safety/tolerance
m B.LD. DOSING CONVENIENCE

Available in 200-mg Pulvules®



A broad range of clinical indications

Cons:stent clinical efficacy’ at the end of treatment
in.the mild to moderate adult infections
isee most often

Secondary bacterial infection of
acute bronchitis

. pneumoniae, H. influenzae (including f-lactamase-producing strains), and
5 (including f-lactamase-producing strains).

2rial exacerbations of

chitis
iae, H. influenzae (including B-lactamase-producing strains), and
ding fi-lactamase-producing strains).

iae and H, influenzae (non-p-lactamase-producing strains only).

te maxillary sinusitis

neumoniae, H. influenzae (non-f-lactamase-producing strains only), and M. catar-
[mc uding fi-lactamase-producing strains). Note: In a patient population with significant
bers of B-lactamase-producing organisms, loracarbef's clinical cure and bacteriological
ication rates were somewhat less than those observed with a product containing a p-
@mase inhibitor. Lorabid's decreased potential for toxicity compared to products containing
amase inhibitors along with the susceptibility patterns of the common microbes in a given
graphic area should be taken into account when considering the use of an antimicrobial.

ngms/tons:lht:s

5. Note: The usual drug of choice in the treatment and prevention of

ions, including the prophylaxis of rheumatic fever, is penicillin administered
lar route. Lorabid is generally effective in the eradication of 5. pyogenes
arynx; however, data establishing the efficacy of Lorabid in the subsequent
bumatic fever are not available at present.

0 / Uncomplicated urinary tract infections

Due to E. coli and S. saprophyticus. Note: In considering the use of Lorabid in the treatment

of cystitis, Lorabid's lower bacterial eradication rates and lower potential for toxicity should

be weighed against the increased eradication rates and increased potential for toxicity
84% cured demonstrated by some other classes of approved agents,

201 6% improved

0 / Uncomplicated skin and
skin structure infections
. Due to 5. aureus (including penicillinase-producing strains) and . pyogenes.
Comingsoon ()& cre

137) 26% improved

in a suspens,on See brief summary of prescribing information on adjacent page.




NEW CLASS
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Reference

1. Data on file, Lilly Research Laboratories.

Lorabid™

loracarbel

200-mg Pulvules®

Briel II-I.II!. Consult the package Insert for complete prescribing

Indications and Uur Lorabid Is a synthetic 8-lactam antibiotic of the
carbacephem class for oral administration. Lorabid Is indicated in the

g mild to mod i caused by susceptible strains of
designated microorganisms.
Bacterial Infection of Acute Bronchitis caused by Streptococcus

pneumonias, Haemophilus influenzae (including ,B-Iact:r‘lr!ase pmducmu
slra;s or Mn 2 (B
0l
lul‘l !lcl'!r!ll guurnmu of Chronic Bronehitis caused by 5.
ﬂ:eumm 'Tmchu ey ng B- h:tarrnsn-pmdmnq strains}, or

ns).
Pngumonia caused by S] pnsummiae or . hﬂmm (non-g-lactamase -

ucing strains
Otitis Medla* caused by S. pncummm, H. influenzae (including A~

Adverse Reactions: Most adverse reactions in clinical trials were mild and
transient. Only 1.5% of patients discontinued because of drug-related
reactions, the mest common of which were diarrhea, abdominal pain, and
skin rashes.

All Patients

The incidence of the following adverse events was less than 1%, except as
otherwise noted:

Bnlrolllulln
abdominal pain,

I?rruuulﬂmy‘ Sk{n rashes (l 2%), urticaria, pruritus, and erythema
multitorme.

Central Nervous System: (2.9%), ner
insomnia, and dizziness.

Systems: Tr thrombocytop h

Hemic and Lymph
d loslmplulla

Hepatic: Transient elevations in SGPT, SGOT, and alkaline phosphatase.
Renal: Trammnt glevations in BUN and creatinine.

Card| ar System: Vasodilatation

Genitourinary: Vaginitis (1.3%), vaginal moniliasis (1.1%]).

Pediatric Patients

The 'mndun:as of several adverse events were significantly different in the

H Dnarrnna 41% nausea, 1.9%; vomiting, 1.4%;

BEYOND...

Loracarbef (L) vs 5-Lactamase Inhibitor (C) | Mll!l}lﬂhlllllllﬂ
n
: A study of acute otitis media rmed in a population wi
sinni!icani incidence of -1 Iantamase nmduclnu nrganisms compared
Inral:arluf ith a g-lactamase inhibi sing very strict evaluability and
oq mswlse crlmria tt the 10- to 16-day posttherapr
fullnw -up, the f p
oulcames (success rates) were obtained:
en ,.__._mﬂ (N=204) Success Rate
. PREUmoniae 42.6% L equivalentto C
H. inflvenzas 30.4% Lghllss
M. catarrhalis 20.6% L 19% less than C
S, nmmos 6.4% L equivalent to C
Ove 100.0% L 12% less than C

Safety: The incidences of the most common adverse events were clinically
and statistically significantty higher in the control group versus the loracarbef

group.
1 Loracarbet Control
Diarrhea 15% 26%
Rash* 8% 15%

|i i he adulf lat tively as follows: 3 iy 1 i i i
lactamase-producing strains), M. cafarma.rm {including B-lactamase- ?,“:}:;: %g-:la e “"r‘:u;!g :g'&”:?z"s‘%r?“v?;‘ ‘I’rfq“"g a:svsou.g::]: Primarily in the diaper area in young children.
producing strains), or Strapfococcus anorexia (2.3% vs. 0 3%] headache (iO.Q% vs. 3.2%); somnolence (2.1% vs Loracarbel (L) vs Amoxicillin (A) in Acute Otitis Media (Europe)
Acute Sinusitis* caused by S. , H. influgnzae (non-g- 0.4%); rhinitis (6.3% vs 1.6%); rash (2.9% vs 0.7%). Efficacy: A study of acuu otitis media performed in a population with a
lactamase-producing strains only), or M. catarrhalis {including 8- B-Lactam Antimicrobial Class Labeling: lower incidence of g-lactamase- ing organisms than that usually seen
lactamase-producing strain Although not observed in Lorabid clinical trials, the following have been N US trials compared loracarbef to amoxicillin. Using very strict evaluability
“In a patient population with significant numbers of B-lactamase- reparted in patients treated with -lactam antibiotics and micr inical response criteria at the 10- to 16-day posttherapy
producing organisms, loracarbef’s clinical cure and bacteriological "Adverse tions—Ana hylaxls Stevans- Juhnsnn symlrurne serum-  follow-up, the pi bacterial erad linical cure
eradication rates were somewhat less than those observed with a product sicknss-like reactions, aplastic anemia, ates) we
E’:"m“;g::ﬁ ?oﬁp'ﬁﬂf;“ inhibitor. Lorabid's decreased W"g‘?%“mmm agranulocytosis, toxic epidnrml necrolysis, el it d\rsruncﬂon toxic Mmﬂ‘“ %aDut o P““W;}—{-—l‘ 291 ns—”"‘:‘ﬁon:“
susceptibility patterns of the comm e ina hicarea  "epfropathy, and = and ssizures, Jm,mm 14% thanA
"‘“'éf.#.&é"&.‘;‘;.‘;é"s:éﬁ';”?‘ ey CTaarion B s of iy xS ﬁm@“ﬁggﬁ{’ﬁﬁ ,:;;g::;:,,“g‘;ﬁ'ym:g;;:: st ] Er catarmalis ?E EE ;:n ﬁﬁ:ﬁii&:.
\ i t
g m;:&mn caused h?(s pyogenes. (The usual dl;g o!chulu:s ﬂv‘:ra 100.0% L ::Wml ﬁﬁ
i eatment udin o P L
prophylaxis of rheumatic fever, is pemc:llln ini by?lha Overdosage: Hemodialysis has been shown to be in g the L L nwinE)ulm_lmlmmnh Eur
intramuscular route. Lorabid is in the eradication of 5. of from plasma in patients with chronic renal mlura Efficacy: A study of acute maxillary sinusitis perlnrmad ina population with
f yogenes from the nnsnpharym however, data establishing the efficacy of alower incidence of 8 - hat ly seen
mabln inthe subsequent prevention of rheumatic fever are not available at in Lils éﬂfl’c d l o 1 h'llhd d ) ﬁ i ul;ldﬂﬂll \Iﬂﬂf strict
present. Dosage and Administration: Lorabid is administered orally either at least 1 €valual 5"'“5{”“‘ ure) criteria and microbiologic/clinical response
Unullrpl' cated Sh‘u and Skin Structure Infections caused b hou to eati [ i criteria at -week posttherapy follow-up, the following presumptive
Stap aureus | ding penicillinas g strains) or R i B st bacterial eradication/clinical cure outcomes (success rates) were obtained:
nmms Abscesses should be sumn::mr drained as clinically mdinawu Pathogen % Dueto Pathogen (N=210)  Success Rate
mumm Tract Infections (cystitis) caused by = Sp 47 6% L equivalent to D
or Staph saprophyticus®. Population/Infection Dosage (mg) (days) H. inft 41.4% L equivalent to D
NOTE In cnnsldar! |he use of Lorabid in the treatment of cystitis, Lorabid's M. catarrhalis 11.0% L equivalent to D
lower bacterial eradication rates and lnmr pomnl-al for toxicity should be  Adults (=13 years) Overall 100.0% L equivalent to D
mu?t:rud:?:nmsﬁ::tead by other classes of ndm ts?D Glmm::% Suﬁnd:rygra;nhg:lalll;nlacunn : A : oracarbet (L) vs Cefaclor (C) in U licated us)
foxic s ysumrmmbﬂ:%mn u jor (C) in Uncompl
Studies section Acute Bacterial Exacerbation ~ 400q12h 7 Err w A st Lrhtls l:on"!pared loracarbef with cefa uo Us 1n
Uncomplica mmwu_aausau by E. coll. ICtubEG Ricochit strict unbilltycnlnr icrobi
_ *Although et due to this org eifm this nl’ﬂalil !ﬂum neumonia 400q12h 4 to 9'681!’ positherapy follow-up, the foliowing bacterial eradication rams wara
y ace overall icacy was studied in
fewer than 10 infections. 3 & glr:"rglnglmﬂwsﬂhhs %uﬂi{: }g mw % Due to Pathogen (N = 186)  Eradication Rate
l:_ulnllﬂwm: known allergy 1o loracarbef or cephalosporin-class antibio- {See Clinical Studies and i, Usage for further E coll 774% h_"f‘ reater than C
i B ity can occur among B-lactams g ?m'"a“" T I{qu'e‘m:!toc
ye = : : nierobactenaceae
Lorabid should be n:van to 1l ive patl and Uncomplicated Skin and 200q12h 7 saprophyti
discontinued if an allergic reaction occurs. Skin Structure Infections E g aoy AT
membranous colitis has been rﬁomd with nearty all antibacterial Loracarbel (L) vs Quinolone [ﬂ) In Uncomplicated Cystitis (Europe)
agents and should be considered in ditferential diagnosis of antibiotic- U"EWDHGINC!'S!I"E 200 q24h 7 Efficacy: A study of cystitis co f with an oral
associated diarthea. I‘ : e Clinical Studies and Indications and Usage for further Using very strict evaluability crllerl: and microbiologic/clinical mnnnsei
Precautions: Lorabid may be administered to patients with impaired renal u,,;‘n',',:mic;g;'u’mmpm,s 400912 14 ::;g!cl:tl:nlpa:ai m&%mﬁhalaw follow-up, the following bacterial
function. Total daily dosage should be reduced in patients with known or Pathogen % Dueto Pathogen (N=189)  Eradication Rate
snsna:;:d renal impairmen: because of the possibllity of high and/or  intants and Children (6 mos to 2 .,,;h Ecoll T B20% L7%lessthanQ
prolonged plasma concentrations. . - ;
wLormrhe‘I' should be given cautiously to patients receiving di con- (O R St {divided dos ﬂayn}'!?h 10 Other 10.1% }_i.fggm“a
Enlnliw uss'::.u I‘f:\fhlﬁtl‘:; in owlj'g!mn of nonsusceptible organisms. ,;,ffe,mm ohdios and dicitiorm Mic s o Yires Enterobacteriaceae L =50%)
racarbef @ given cautiously to patients with a history of colitis.
bg:["‘al ?&‘"Dﬂ of g- afilainljcls fon ited b); probenecid and resulted in Pharygitia/Tons{ity w ;‘::5“]12" L PV 2731 AMP (032592
an B0% increase in the loracarbe Additional information available reques
Safety and effectiveness have not been determined in I ﬂfﬂa‘f 12h 7 Company, Indianapolis, ;mwmm RIEE
and infants under 6 months of age. Caution should be a:omsed in orosmlmg o ;m 1 : ] ;
Lorabid for these pa Eli Lilly industries, Inc
In geriatric patients who received the usual recommended adult dosesin  *Clinical studies of otitis media were conducted with the % Carolina, Puerto Rico 00985
clinical studies, efficacy and safety were comparabie to results in for only, T the capsule should not be sunsturutaﬂ for the A Subsidiary of Eli Lilly and Company
adult patients, suspension in the treatment of otitis media. Indianapolis, Indiana 46285

Lorabid™ (loracarbef)

Lorabid™ (loracarbef)

Lorabid™ (loracarbef)

LO-4001-T-249319 PRINTED IN USA  © 1892, ELI LILLY AND COMPANY
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Levonorgestrel & and ethinyl estradiol tablets—

Triphasic regimen 21- and 28-day regimens
THE OC TO START WITH
BECAUSE SHE'LL STAY WITH IT
?‘nﬁ“misru:.' 6 brown lablets mmswmum ethinyl estradiol, 5 white
containing 0.0 ?ﬁmumum-sl mmmww“iwummwm

0125n1|mmmommmwesm light-green tablets containing inert ingredients are
m’mmummmmmmmmmm

aﬂmm }asarnem!uimamm
mmmmmwammmmwmummwmmu

thromboembolic disorders, anmhm thrombophilebitis or thromboembolic disorders.

3. Cerebral-vascular o coronary-artery disease. 4. or suspected carcinoma of the breast. 5. Endometrial

mummmmwms abnormal genital

bleeding. 7. Cholestatic jaundice of pregnancy or jaundice with prior pill use, 8. tic adenomas of carcinomas

9. Known or suspected pregnancy.

ceptive This risk increases with ﬂnﬂmmnﬁ m
use. or more
ﬁﬂdbmmhmw:.ﬁrmdmmwm“mm%

should be strongly advised not to smoke.

mmmsmmmmmmmmmmmmmmm
L gallbladder , and hypertension, risk of serious morbidity/

mortality is very small in women without risk factors. Morbidity/mortality risk increases

significantly if other risk fle. i , obesity, diabetes). Practitioners

prescribing OCs should be familiar with the relating to these risks. (This information is

based 0n data involving OCs with higher doses of estrogen and than

used today of long-temm use of lower esirogen formulations is yet to be determined |

1. Thromboembolic Disorers and Other Vascular Problems — MYOCARDIAL INFARCTION (MI). An increased

risk of M has been attributed to OC use. Risk is primarily in smokers or women with other underlying risk factors

for -artery disease (Le.
for

0Cs may compound eftects of well-known risk factors, such as hypertension ; ias, age
ohesgﬂ'u cular, some progestogens HOL and glucose intolerance, while
estrogens may create a state of hyperinsulinism. OCs have been shown to increase blood pressure usas

{mmlmmusmﬂsklamsmasmmmwmmmmw
canfiovascular disease

caution in women with risk factors.
THROMBOEMBOLISM. Increased risk of thromboembolic and thrombotic disease associated with OC use is well
established. In case control studies relative risk of users compared to non-users was 3 for first episode of
venous thrombosis, 4 10 11 for deep-vein thrombosis or pulmonary embolism, and 1.5 1o 6 for women
disease. In cohort studies somewhat
lower, about 3 for new cases and about 4.5 for new cases requiring hospitalization. disease risk
due to OCs is not refated to length of use and disappears after pill use is stopped.
A 2- to 4-fold increase in relative risk of complications reported with
Relative risk of thrombosts in women with predisposing conditions ks twice that of women without
such conditions, It dsmmocsam4mmmmruzwmanwmmmm

feasible,
mmmrﬁdﬂmﬁw and during and following

WWWWWMNNW

used, Consider amount of both hormones in the choice of an OC.

The dosage regimen prescribed should contain the least amount of estrogen and progestogen with a
Jow fallure rate and individual patient needs. Snnmmmmaﬂmmwlass 50 meg of

PERSISTENCE OF RISK OF VASCULAR DISEASE. Two studies have shown persistence of vascular disease
rurmwmmom.mau.s.mmmwmmmmmmwhw
40-49 years who had used OCs for five or more years; increased risk was not demonstrated in ansau%

Ina in &mmﬂskmmrg disease persisted for al least 6 after
WMMMIM mmmmmmmmmmu higher

—A data from several sources concluded that with
Wd?mﬁmmm mmmﬁ:{mmmm

associated with fity of increased mortality
Mmmhwmnmmmmmmfﬂsumm 1983 However, current practice
dose formulations combined with careful restriction of OC use to women without

mmmmﬁr:ﬁs mmm&& mmmﬂ%mﬂ%m
1989, The Committee concluded that tar-disease risks may be increased with OC use after
aQe 40 in healthy nonsmokers (even with newer low-dose greater potential health risks are
mmmumwwmmmsmmmmmm
%mm!mwmmmm mnsrmldm 40 om\-eimhe
WOmEN Dver
risks, Older women, as all women who lakeDCs use the lowest possible effective m

&mwwm mmmnmmm
breast, endometrial, ovarian MWh

s is not associated with an increase in risk mmmmmuw
use or with most of the marketed brands mmmw&m

mmweammwmnamammummammeam
Increased relative developing breast cancer, although the these studies, including
S hmm&m:ﬁmmhmaamﬁm.mm

studies suggest that 0C use mmwmwmmamhmmm&am
some populations of women. However, controversy continues about the extent to which such findings may be due
1o ditferences in sexual behavior and other factors.
hmdmdemmmmwumMmsmmwwﬁme.mmmm
refationship has not been established.

umw % incidence is rare in the

are associated with OC use,
mmwumwmmaam1 000 for users, a risk that
benign, hepatic adenomas through

Increases after four or more years of use, Rupture of rare, may cause death
British studies have shown an increased risk of in long-term (= B years) OC users;

hepatoceflutar carcinoma
MMMMMMMUB and attributable risk (excess incidence) of liver cancers in OC users

approaches less than one per million users.

5. Ooular L esions — Tmamdlmwwmmmlmmnnslsmmmm Discontinue OCs if there
is unexplained partial or complete loss of vision, onset of proplosis or diplopia, papilledema, of retinal vascular
lesions; undertake appropriate diagnostic and therapeutic measures immediately

6. Oral-Contraceptive Use Before or During Early Pregnancy — Extensive epideminlogical studies revealed no
increased risk of birth defects when OCs used prior to pregnancy. Studies do not suggest a teratogenic effiect,
particularly insofar as mmmmlmmmmmmmmmm
during early pregnancy. OC-induced withdrawal bieeding should not be used as a pregnancy test. Do not use
Ot}sdurlnuoreglm treat theatened or habitual abortion. Rule out pregnancy if two consecutive periods
missed befare continuing OC use. If patient has not adhered to prescribed schedule, consider pregaancy at time
of first missed period. mmlmmﬂmammlmm

T Galibladder Disease — Earlier studies reported an increased liletime relative risk of gallbladder surgery in users
of OCs and estrogens; more recent studies show that the relative risk of devedoping galibladder disease among
0OC users may be minimal, which may be related to use of formulations with lower hormonal estrogen and

progestogen

8. Carbohyuirate and Lipid Metabolic Effects — 0Cs cause giucose intolerance in a significant percentage o
users. OCs with greater than 75 (g of estrogen cause hyperinsulinism: lower estrogen doses cause less glucose
intolerance, Progestogens increase insulin secretion and create insulin resistance (effect varies with different
agents}, Observe prediabetic and diabetic women carefully while taking OCs. In

no apparent effect on fasting blood glucose.

A small proportion of women will have persistent hypertrigl ia while on OCs. Changes in serum
Iriglycerides and lipoprotein levels have been reported in OC users (see Wamings).

9. Efevated Blood Pressue —Increase in blood pressure has been reported in women on 0Cs: increas is more
likely in older OC users and with continued use. Data show that incidence of hypertension Increases with
increasing quantities of progestogens

Encourage women with hmun' of hypertension or hypertension-ietated diseases, or renal disease 1o use another
contraceptive method. Mon women electing to use OCs closely; mswnlmmllasgm
hlwdmessmmmmrs most women, elevated blood pressyre refums to nommal after

No ditference in occurrence of hypertension among ever- and never-users exists

10. Headache — Discontinue OC and evaluate cause at onset or exacertiation of migraing, of if new pattern of
headache (i.e. recurment, pessistent, severe) develops.

11. Bleeding Imeguiarities — Breakthrough bleeding and spotting sometimes occur, especially during first 3
manths of use. Type and dose of progestogen may be important. Consider non-hormonal causes and take
adequate diagnostic measures to rule out malignancy or pregnancy in event of breakthrough bieeding. as with any
abnormal vaginal bieeding, If pathology excluded, time or a formulation change may solve the probilem. In the
event of amenorhea, rule out pregnancy. Some women encounter post-pill amenarrhea or ofigomenorhea
especially when such a condition was pre-existent

1. Physical Examination and Follow Lip— A complete medical history and physical examination should be taken
prior to initiation or reinstitution of OCs and at least annually during use. Physical exams should include special
reference 10 biood pressure, breasts. abdomen and pelvic argans, including cenvical cytology, and relevant
laboratory tests. In case of undiagnosed, persistent of recurent atrmnal vapinal bleeding, conduct appropriate
diagnostic measures 1o rule put malignancy. Monitor women with strong family history of breast cancer or who
ranmmmmnammuwmm demmmmmlmrrypedluwmas
cbsaw use 0Cs. Some progestogens may elevate LDI. levels and may render control of
rrnedrﬂlwl (See Wamings| 3 incmrm Discontinue OC il jaundice develops STerud
rummammmmmmwmmmmmrm4ﬂmmmwn—
mmmmlnmmummmlmwmmmmm mwmsnﬂh
conditions passibly apgravated by Iuid retention. 5. Emotional Disordlers — It signiticant depression occurs stop
medication and use altemate contraceptive method in attemps to detemine if symptom is nrun related. Observe
mwmmnmmmmmmnm
wearers who develop visual changes or changes assessed by
Drug Interactions — Reduced efficacy and increased incidence of breakthrough bleeding
and menstrual |rregulanlla5 are associated with concomitant rifampin use. A similar association though less
marked, is suggested with barhiturates, phenylbutazone, phenytoin sodium, and possibly with griseofulvin,
;?unmm:wmm&ummtmamm Certain endocrine- and liver-function tests
blood components may be affected by OCs: a. Increased prothrombin and factors VIl VI, [X. and X.
decreased antithrombin 3; increased nor 'mmme-muceu platelet a;mblll‘r\t b Increased thyroid-binding
total thyroid hormone, as measured by protein-bound -udlneiFE}
tesin uptake is decreased, reflecting the elevated TG, free
maltafeclc Dther binding proteins may be elevated in serum. d. Sex-binding ins are

women, OCs have

Jnueasaam:asd! in elevated levels of otal circulating sex Sterids and conicolds: free or biologically active
mﬁammemm 1. Glucose tolerance may be decreased. g. Serum
folate levels may be by OCs. This may be of clinical significance if woman becomes pregnant shortly

9 See Wamings section. 10, Pregnancy — Pregnancy Category X. See
and Wamings. 11, Mursing Motners — Small amounts of OC sternids have been identitied in

a jaundice and breast
enlargement. In addition, OCs given in mmmmmmmmwmummm
quantity and quality. If possibie. advise nursing mather to use other forms of contraception. not OCS, until child is
completely weaned
Information for the Patlent — See Patient Package Labeling.
mm-mmmmmmwmwmmhasMasmmm
Ocuseusaemm:wmnm anterial thromboembolism: pulmonary embolism; myocardial infarction;
mabralhwmn& I thrombosis: hypertension; gallbladder disease: hepatic adenomas or benign

There is evidence of an association betwesn the mmwoﬁu&e although additional
confirmatory studies are needed: mesenteric thrombosis; retinal thrombosis.
mmmmmmmmmmednmmocswmmmmummm

nausea; 9 mmmmm%mm@mmm
mm breast changes: .mwl,mm in weight (increase
decrease); “?nm“amammmmlm lactation when given b o
cholestatic jaundice; migraing; rash (allergich mental depression; reduced tolerance to carbohydrates; vaginal
candidiasis; in 10 contact

mrummmmmmmmhmum the association s
mmmm premenstrual calaracts; optic neuritis; marmsin ament& cmlhs-ike

syndrome; headache; mmmmmmmmmmm
mdusumnmmmmerm : porphyria: impaired renal function: hemolytic uremic syndrome:;
simmnmmmesmmmmmrmmﬂsmmmmhmml
valve praiapse; lupus-like syndromes. e
smmllmnauerum ol acute of doses of
young chi tmmmmm mmm rw\awln ol
m-em health benefits related to O use are

noncontraceptive
mamﬁm utilized OC formulations containing doses exceeding 0.035 mg
mmm« ofrmstm fects an menses: increased menstrual cycle ueermeu
immwmm

d maximum contraceptive etfectiveness, take TRIPHASIL® (levonorgestrel
armldam iwm mbwmzamzmmmrmmmmmm
over
(N TRIPHASIL® is first taken later than first day of first menstrual cycle of medication or postpartum, contra-
ceptive reliance should not be placed on It until after the first 7 consecutive days of use. Possibility of
ovulation and conception prior 1o initiation of medication should be considered | For full details on and
administration see prescribing information in package insert.
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4/9/90 (134286 70280 ©1991, Wyeth-Ayerst Laboratories.
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Extra strength pain relief -
free of extra prescribing
restrictions.

¥
\

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

Excellent patient acceptance.

In 12 years of clinical experience, nausea, sedation and
constipation have rarely been reported.’

COMPARATIVE PHARMACOLOGY OF TWO ANALGESICS
Consbpafion Respiratory Sedation Emesis Phvysacal
Deprission

Depandence:

HYDROCODONE X X

OXYCODONE XX XX XX XX XX
Blank space indicates thal no such activity has been reported. Table adapted from Facts and Comparisons
1991 and Catalano RB. The o manag of pain caused by cancer. Semin, Oncol ¥
1975, 2; 379-92 and Reuler JB. el. al. Thammmcpam y : plions and manag L. Ann 2
Intern, Med, 1980 588-96 e e \ o

N A
: . aage —

The heritage of VICODIN," over a billion % ] '/.\'

doses prescribed.? S V=

® VICODIN ES provides greater central and peripheral
action than other hydrocodone/acetaminophen combinations.

® Four to six hours of extra strength pain relief from a single dose
® The 14th most frequently prescribed medication in America?

“vicodinES| v

(hydrocodone bitartrate 7.5mg (Warning: Moy be habit forming)
and acetaminophen 750mg)

" (hydrocodone bitartrate 5 mg [Warning: May be habit forming] and acetaminophen 500mg) Pleios 20 1¥ipé srvneryiof préacrbing idkonmation oniady P

1. Data on file, Knoll Pharmaceuncals
2. Standard industry new prescription audit

FREEDOM FROM PAIN!




Maintain control of your patient's therapy.

Inydrocodone may produce dose-related respiratory depression. Head Injury and Increased Intracranial Pressure: The mp-ratow deplessant eff

Acute Abdominal Conditions: The administration of narcotics may obscure the diagnasis or clinical course o

INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain. CONTRAINDICATIONS: | itivity 10 ac I'?dlu(odone WARNINGS: Respiratory Depression: At hu];h doses or in sensitive patients,
fects of narcotics and their capacity to elevate cerebrospinal

exaggerated in the presence of head inj ury, other intracranial lesions or a preexisting increase in intracranial pressure. Furthermare, narcotics produce adverse reactions which may obscure the clinical course of patients with
!Fpatlenls with acute abdominal conditions. PRECAUTIONS : Special Risk Patients: VICODIN/VICODIN ES Tablets should be used

with caution in elderly or debilitated patients and thase with severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease, prostatic hypertrophy or urethral stricture. Cough Reflex: Hydrocodone suppresses the cough

fluid pressure ma; be markedly
ead injuries.

reflex; as with all narcotics, caution should be exercised when VICODIN/VIC ODIN ES Tablets are used postoperatively and in patients with pulmonary disease. Drug Interactions: Patients receiving ather narcotic analgesn(s antipsychotics,
antianxiety agents, or other CNS d {including alcohol) c y with VICODIN/VICODIN ES Tablets may exhibit an additive CNS depression. The use of MAQ inhibitors or tricyclic ith hydrocodone preparations

may increase the effect of either the antidepressant or hydrocodone. The concurrent use of anticholinergics with hydrocodone may produce paralytic ileus. Usage in Pregnancy: Teratogenic Effects: Pm%ﬁanqr G ategoqrc Hydrocodone has

been shown to be teratogenic in hamsters when given in doses 700 times the human dose. There are no ad and well- lled studies in women. VICODIN/VICODIN ES Tablets should
potential benefit justifies the potential risk to the fetus. Nonteratogenic effects: Babies born to mothers who have been taking opioids regularEu prior to delivery will be phcy's

excessive crying, tremors, h ractive reflexes, increased respiratory rate, increased stools, sneezing, yawning, vomiting, and fever. Labor and Delivery: Administration of V1
may result in some degree ck

used during pregnancy only if the

ically dependent. The withdrawal signs include rritability and
GOINNI[DDIN ES Tablets to the mother shortly befare delwe?
in the newbarn, 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 Iar serious aduerse reactions m numng mfanls Imm \.I'ICODINNICODIN ES Tablets, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug

tothe mother. Pediatric Use: Safety and eff {. ADVERSE REACTIONS: The most frequently observed adverse reactions include light-headed , nausea and vomiting. These

effects seem to be more pi in ambul Ihanln

bulatory pahents and some of these adverse reactions may be alleviated if the patient lies down. Other adverse reactions include: Central Nervous System: Drowsiness,

are useful in the nausea and

mental clouding, lethargy, impairment of mental and physical performance, anxiety, fear, dysphuna psychic dependence and mood changes. | System: The

vomiting which may occur (see above); however, some [ seem to be lgesic and to increase the amount of narcotic required to produce ?am refief, while other phenothiazines reduce the amount of narcotic

required to produce a given level of analgesi Prolonged of VICODFNNI(UMN ES Iahfers may | produce constipation. Genitourinary System: Uretera
reported. Respiratory Depression: Hydrocodone bitartrate may produce dos spiratory

spasm, spasm of vesical sphincters and urinary retention have been
Iy acting dlrec[iym the brain stem respiratory center. Hydrocodone also affects the center that controls respiratory rhythm, and

may produce irregular and periodic breathing. If significant respiratory depression occurs, it may be ized by the use of hydrochloride. Apply other supportive measures when indicated. DRUG ABUSE AND DEPENDENCE:

VICODIN/VICODIN ES Tablets are subject to the Federal Controlled Substance Act (Schedule III} Psychic dependence, physical d j and tolerance may develop upon
repealedadmmlsuanonaf narcotics; lhereiure VICODIN.'\H({JDIN ES‘[abIeisshnulrlheprescnbed and administered with caution. OVERDOSAGE: Acetaminophen Signs and

: In acute ac se-dep p iall latal hepatl( necrosis is the most serious adverse effect. Renal tubular necrasis, hypoghycemic
coma, and thrombocytopenia may also occur Eari-,l ymp followi dose may include: nausea, vomiting, duaphotws and general malaise.
Clinical and laboratory evidence of hepatic toxicity may not be appar?ﬁt unnl 48 10 72 hours post-ing done Signs and Symp : Serious Jose with
hydrocodone is characterized by respiratory depression (a decrease in respiratory rate andior tidal volume, (heyn&Slokesrmratum [qrancs:s} extreme somnolence progress-
ing to stupor or coma, skeletal muscle flaccidity, cold and dlammy skin, and sometimes bradycardia and hypotension. In severe overdosage, apnea, circulatory collapse, cardiac
arrest and death may occur

© 1992, BASF K&F Corporation V3057/4-92 Printed in USA

Revised March 1992 5890

Knoll Pharmaceuticals
A Uit of BASF K&F Corporation
Whippany, New Je 07981
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A MIGRAINE DILEMMA

“Today of all days —
I can’t believe

Mom had to get

one of her migraines.”




“Ir'd give anything
to be with Scott today,
but what could I do?
Between the pain
and the nausea,

I can barely move.”

Migraine is more than a headache.

Recent research has revealed that migraine

is a complex, multisymptom disorder of
neurobiological origin.'* Although various
theories have been proposed regarding the
exact physiological mechanism of migraine,
the practical patient presentation has become
increasingly clear: headache is only one aspect
of the total migraine symptom complex. Nausea,
vomiting, and light and sound sensitivity also
contribute to the disabling nature of migraine.
And that disability means people in the
migraine patient’s world suffer too—family,
friends, coworkers.

Current estimates indicate that over 11 million
Americans suffer from migraine with moderate
to severe disability”... and the prevalence of
migraine is on the rise.' Yet, the sad fact is only
one out of three migraine sufferers is actually
under a physician’s care.” Many have resigned
themselves to coping on their own.

Fortunately, research may offer
new hope to migraine sufferers.
e TR Results of this research have
e M i e 2 b Ut given us new
insights into the
neurobiological
basis of migraine ...
ing feagache and new hope for
o G | migraine patients.

CERENEX

DIVISION OF GLAXO INC.
Research Triangle Park, NC 27709




Gradually reduces both systolic and

diastolic blood pressures™*

indheart

Unique dual mechanism of action

Controls hypertension through a combination
of mild diuresis and vasodilatation'”

Well-tolerated hypertension control

Low patient dropout rate due to favorable

side-effect profile and convenient

once-daily dosing’

Does not adversely affect lipids®”

Please see brief summary of prescribing information below.

LOZOL® (indapamida) 2.5 mg tablets

BRIEF SUMMARY

INDICATIONS un mr: Loz20L :mapmm i indicated for the usanln:rlm of
the

trmnmﬂufsaﬂard lud rumemm@mmm ailure

Lisage in Pregnancy: See PRECAUTIONS

CONTRAINDICATIONS: Anuna 10 indap

or other soff

Calcium excreton is decreased by durecs pharmacologically related to indapamide.
Sermnwnmtrmnlcduu m increased only sightly with indapamide in long-term

seen.

Thiazides

posshiity with indapamide.

DRUG INTERACTIONS: LOZOL may add to or potentiate the action of other
The antihypertensive

desived drugs.

WARNINGS: Infrequent cases of severe hyp accompansed by hy
mnm:wmmmmdmmmmunmmmmmm

rly females. Symptoms were reversed by electroiyle replenishment (see
Pﬁfmm%mmwmmm diuretics (see ADVERSE
REACTIONS and electrofyts monitoring is essential. in general, duretics
should not be piven with thium

PRECAUTIONS: Perform serum electrolye determinations at appeopriate intervals,
Sl et e R o B s ettt Gt
patients m orn ma

addition, mmmumwmmumm#mmm
such as hyponatramia, hypochioremic alkalosis, or hypokalemia
Wmmmmanmm:mmwmm

hypokalemia. Hypokalemia can sensitize or exaggerats the response of the heart to the
tooic effects of digitaks, such as increased ventricular ritabiity.
anmmmmnmmmm

mklmumsﬂ!e

usuay

treatment of choica, crlmdmhrnsm , nol requiring specific treatment

except in exraordinary cirtumstances (Iver, renal disease),

Hyperuricemia may oceur, and frank gout may be precipitated in certain patients
recenving indapamide. Serum concentrations of uric acid should be manitorsd

um:aumnnmmsew:mﬂha&mﬂm::
is ohserved. Renal function tests should
hepu'fumm

mmmnmummpmupaummuwmmm_
since minoe alterations of fuid and electrolyte balance may precipitate hepatic coma.
Latent diabetes may become manifest and insulin requirements in diabetic patients
may be altered during thiazide administration. Serum concentrations of ghucose shoud
be monitored rwh:'iu:y during treatment wilh indapamide.

treatment is

drugs. effect of the drug may be enhanced in
the postsympathectomized patient. indapamide may decrease arten responsiveness
o norepinephrine, but this does not preciude the use of norepinephvine.
In mouse and rat Efetime carcinogenscity studies, there were no significant differences
In the ingidence of tumors between the indapamide-treated animals and the control
groups.

Catagory B: Durefics cross the placental barrier and appear in cord biood.

mwmmmmmhe
associated with fetal or neonatsl 8, and possibly other
adverse effects that have occurred in adults. It is not known whether this drug i
excreted in human milk. If use of this drug is deemed essential, the patient should stop
nursing.
ADVERSE REACTIONS: Most agverse efiects have been mid and transient. From
Phase I placebo-controled studies and long-term controlled cinical trials, adverse
reactions. with = 5% cumulalive incidence: headache, dizziness, fatigue, weakness,
loss of energy, lethargy, tiredness or malaise, muscle cramps or spasm of numbness
dmmmmmmmwiwqmﬂ%
drowsingss, vertigo, insomnia, depression,
mmmmmmmmm
ﬁmﬂuﬁﬁ:ﬂﬁ;ﬁm hwm;{wmmatmmmﬁmm
m palpitations, urination, nocturia, polyuria, 1
ummmmwmmnmwm
hyponatremia, increase in serum BUN or creafining,
mmlhsah tinghing of extremities. Hypokalemia with
ﬁn& occurred in 3% of pabents receiving
n&n@mﬂe:iw and 7 mmwmm& q.dlnlonq
term controied clinical triaks comparing the hypokalemic effects of
T L
mg. fecening m.
recening hydrochiorothiazide 50 mqsmmw potassium value fout of a total of
11hten®nnqmeshmm mEg/L. On the indapamide 2.5 my group, over
50% of thase patients returned fo normal serum potassam values without
Intervention. Other adverse reactions reported with antiypertensve/diuretics are

Kindnearted ONC‘EaA i/ @

INIAPANI

25mg
TABLETS

nmepancmmmm sialadenilis, xanthopsia, photosensithty, purpura,

bullous eruptions, Stevens-Johnson syndrome, necrokizing angits, fever, rmml‘r
m&[mﬂmm] anaphylactic reactions, agranulocytosis, leukopenia,
thrombocytopenta, aplastic
wmtmmsmmrmmmm:mm
Keep bighty closed, Store al room temperature. Avoid excessive heal
Dkspense in tight containers as defined in USP.
Suwmmhuuwbmﬂumm Revised: March 1992

1, Campbel DB: Th possble made of scion o it
::mueanewpmmuswama mmm.x.qn%
Messerli FH, ed Cardfovascular Orug y.f
1&903#83553Hm111.2mb'm

fani ;1 ‘hatmme!me
Med B‘ﬂ 5? Imch?]mﬁl}ﬁa 4%10’%;,84
ents. J1 %
gﬂa W and toerance of ndapamide
‘g?wnm mmmmmgm mCunMedResﬂpm
15‘&59{?\ 499, 6 §, Viskovich RA, Neiss e expenence
mida, Am Heart J 1663, 106{1, Pa.rt?j?SS-?ﬁ? ? A, Galeone
F, ¢ a Clrical investigation ofindapamide i

tswrlhmﬂhypedw aurmerﬂmliﬂt
Sabeliek W, Gmenﬂ Herl‘.iJ da Semmwmmlemlsdwqbﬁ
1um1raa1muﬂuf 1085.T/Suppl 11
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We set out to write the world’s best current therapy book.
We succeeded!

TH F5-MINL ITE » Over 1000 medical/su rgicalfroblems arranged

alphabetically and cross-indexed to synonyms of each

CLINICAL CONSULT »Unique 2-pags format designed for rapid

’ retrieval of essential information

1 995 ¢ All medication entries and dosages verified by a Pharm.D.
HOWINTER GRIFFITHL LD, * Annual revisions

MARK DAMBRO. MD. « The most coverage on the market

(456 contributons * References listed for additional information and patient
education resources
About 1400 pp. (8 1/2x 11),
December 1992, $49.50. i * Full ICD-9 information included
o

ISBN: 0-8121-1593-7 » 90 day examination period
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GOULD BE UP.

By ignoring the problem, you could raise not only your blood pressure but your risk
of heart attack and stroke as well. And once that happens, your number could be up for

good. To learn more, contact the American Heart Association, 7272 Greenville Avenue,
Box 45, Dallas, TX 75231-4596.

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

&
American Heart Association (’

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




FOR CHRONIC ARTHRITIS

EXPECT A REDUCTION
IN JOINT 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) 50[] mg tablets ‘

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

= TEX
S SYN € 1992 Syntex Puerto Rico, Inc. NP93017




MPRG)(EMSWIWM

lons usually occur in patients

m ammmmmm question patients for asthma,

nasal polyps, urticaria, and m)uumlon associated with NSAIDs

bd'm starting !hmpy II ptoms occur, discontinue the

0. Warnings: Serious Gl toxicity such as bleeding, ulceration,

and wmuon can occur at any lime, with or without warning

in patients treated chronically with NSAIDs. Remain

hlrulcu‘lilonlndnmnn in such nuntsevenlnlhe
s oo Sl g “’?é“% ‘“’:‘pﬂ:a

rforation
1&“ for 3-6 and

nocur in agpm of patients trea
4% of pamm treated for one year Inform patients
abuut the signs of serious Gl I(mclly aml nrhal

steps to Ilk! ¥ 1My glﬂll! have not identified
of patients not at risk of dovdonlnnhpwhc ulceration and m
for a prior history of us Gl events and other r
hcmtnmlobemmw Iﬁ::sulcmrmsnsu such as
alcoholism, srnnklnﬁ. h‘ﬂ:'tul %) have
been associated lnumed risk Elderly or patients
seem to tolerate ulceration or bleeding less well than others and
most spontaneous reports of fatal GI events are in this population,
In considering the use of relatively large doses (within the recom-
mended dosage mle’al. sufficient bunuilt should be anticipated to
oftset the potential increased risk of G| muu%mm D0
NOT GIVE NAPROSYN® 'SNAPHDXEN CONCOMITANTLY WITH
ANAPROX* M\PRUJ(E SODIUM DH ANAPROX®* DS
ksummu UM) SINCE THEY CIRCULATE IN PLASMA
THE WRCKE ANION. Acute interstitial nephritis with hema-
turia, m% and ntphmt amd rome has m rm

creati
clomﬂce in patients with significantly impaired renal 1nnc|lor|.
Use caution Inamllnis with ba.sdmﬂnim clearance less

than 20 mL/minute the lowest dose in the elderly or

in patients with chronic alcoholic liver disease or cirrhosis. With
elevations of | may occur in up to

15% of patients. in o

pal progress, remal uncm..;?od. r be
transient with ocl.l'llhwun\‘l Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severa hepatic reactions, hdudr? Jaundice and l‘aial' hepatitis,
have been reported rarely. If liver disease develops o if systemic
oo s s bR
3 is or elimina
50 slowly and observe patients closely [nradmse:?bns. Includ-

\Ullh rest sodlum intake, note that the
m‘ﬂl‘l contaim aus‘!-'llﬂ. of sodium. Information fﬂl

mmmseﬂnus mmasslbmmm
may result in hospitalization and even fatal outcomes. Physicians
may wish 10 discuss with patients the potential rlsks and lllmiy
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs ma-nI be
an acceptable alternative. Patients should use caution for
tlu requiring alertness if they experience drowsiness, mzzimss.

or during . Tests: Because

_W‘iousG‘HrIn ulceration and bleeding can occur without warn-
ing symptoms, follow chronically trea Ip:wm for sinns and
symptoms of these and inform them of

-up. : Use caution when 3:;1':3 cnncnml—
wﬂh coumarin-type anticoagulants: a hy

mi @ or sulfonylurea; 'Iurnae?n.i%ul Ilthlummhelj:u Mnﬁ“k'rs
 or Drug/Laboratory
mi telet mm?lﬂon and pmlmtg
time or u'gseurimrynmwoﬂ- ic steroids. T -
rarily stop 72 M:Ls befors doing adrenal funct

cinogenesis: A 2-year rat study showed no of carcino-

Soves e "'mw o g i S "'m

unless ik use d.mnw late Fomle

doses of 25-5 with wul dai ﬂosenotwng 15
I% children uvar'; mrs of

inrhol.rnm art ra!mlsuui.iwmminlnihmon
750 mg In studies in children with juvenile arthritis, rash and
mhﬂ% mﬂmmmmfrwuomaml:NSm
tions the same, uent t

S ot heoss
r
tion; heartburn; ihﬂl:ltrlii'l,llcg1 usea’ dyspepsia, dlullhea.
MWMWE fching (pruntus) sk ruilons:
ng nrun  skin eru

i T sweating, purpura. Special Senses: tinnitus; hear-

ing disturbances, visual disturbances. Cardiovascular: edema’
m. General: thirst. Incidence Less Than 1%
usal Relationship: GI: abnormal liver function tests,

mlhl& Gl bbedlnn and/or hematemesis, jaundice,
bleeding and/or perforation, vomit-

h&h ?lomu nephritis, hematuria, lemia, inter-
malt mhr nepluullcmm renal disease, renal Ia.llum
philia, ranuloc nia, | a, thrombocylopeni cns
«wﬂm Gream apnormaltes nab .;:.:"m:,:r::.‘

nia, malaise, gia and muscle weakness. Derma slopo

cia, photosensit hre d.ﬂ'l'llllil& skin rashes. Special Senses:

huﬂnn Impairment. Cardiovascular: congestive heart hliure
Respiratory: eosinophilic pneumonitis. General: anaph:

Relat um::um“mmfmw' . cm o mrbwn '

4 i ic anemia,

mnrm aseptic meni Dermato-

ic: epldermal necrolysis, !mI'IUI'I'Il multiforme, photosen-

tivity reactions resembling pornhyrll cutanea farda and

Johnson syndrome, urticaria. GI:

itis. Cardiovascular:

%

2.

B e

* Incidence of reported reaction 3%- 9%, _
Where unmarked, incidence less than 3%. m
U S nam nos. 3904682, 3998966 and others.

1991 Syntex Puerto Rico, Inc. Rev.39 September 1990

Don't ignore these vital signs.

i ]

M

Medical research and health are today's most
volatile issues. The AMA family of publications
chart them with their timely and complete
coverage. From the original medical research
in JAMA and our nine specialty journals to the
socio-economic issues in American Medical
News, you can be in fouch with the complete
source of medical information . . . the AMA
family of publications.

JAMA -

The oo ol P smmecr Medos oo

e

Call toll-free 1-800-AMA-2350 to start your subscription today!

American Medical Association
Physicians dedicated to the health of America

Call toll-free 1-800-AMA-2350
or return this order form with
payment to:

American Medical Association
Subseription Dept

516 N State St

Chicago IL 60610

Please make checks payable to the AMA.

Name
Address

City
State, Zip

(Please Print)

Canadian orders add GST, California orders add
appropriate sales tax, a surcharge will be applied to
all orders outside the U.S. Rates subject to change.

34

Please indicate your choice below:

_ Journal of the American
Medical Association®
— American Medical News*
_ American Journal of
Diseases of Childrent
— Archives of Dermatologyt

895
$80

$80
$110

— Archives of General Psychiatryt $75
_ Archives of Internal Medicinet $80

— Archives of Neurology+

— Archives of Ophthalmologyt

— Archives of Otolaryngology-
Head & Neck Surgeryt

— Archives of Pathology &
Laboratory Medicinet

— Archives of Surgery’

* 48 issues, T 12 issues

$110
$80

$100

$110
$80

2WEEX



Iin mild fo moderate bacterial infections*

" PINPOINTS,
PENETRATES,
PREVALLS

Full-course antibiotic therapy
with just 5 once-daily doses

“Tligiax
AZITHROMYGIN e

* Due to susceptible strains of indicated organisms. Please see adjacent page for brief summary of prescribing information.
©1992, Pfizer Inc
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PINPOINTS, PENETRATES, PREVAILS.

Take 1 hour before Olr

2 hours after a med

0 Asth

For respiratory infections such
as acute bacterial exacerbations
of COPD (chronic bronchitis) and
uncomplicated skin infections:
500-mg single dose on day 1; 250 mg once
daily on days 2 through 5. Total dose is 1.5 g.

thh(lA'an;le

——
Day 1— 253 4B
STAT

Zithromax should be given
either 1 hour before or 2 hours after a meal.

A favorable safety profile with a low (0.7%; n=4949) discontinuation
rate due to side effects. In multidose trials, the most common side effects were
diarrhea/loose stools (5%), nausea (3%), and abdominal pain (3%)!

Relurences: 1. Data an ke Plowr oo, New Yotk NY. 2 Baldwin DR, Wise R, Andrews JM, Astiby vein
concaniridions af the site of pulmonany infechion, Fur Respur J 19903 BBR-B00. 3. Ginwd AE. Cimochowski CR, Faielin JA. Comalation
ol incromsed anithromycin levals with phagoeyte infiltration into sites of infection [Abstract T62] Thirtieth bnterscience Conlerence on
A hand Agents and Che weragy, 1930 4, Retserna J, Bergeron J, Grand [, Wiksen W, Schelidy W, Grand A Prefarential

R

ZITHAMAX™ (arthromrytm) i indicated for the troatment of indimdiats 18 years of sgo and cider with mild to modersts infections
e by bl straing of the o mecTnorganeema in the specific conditions listed balow

Lower Tract
Acuite bacterial exacerbotions of chionic obstructie puimonary deeass dus 10 M anfluenme. Mooy halis. of
Sreptococeus preTimiae

Community-acquiresd prienonia o misd seventy dus 1o Strapiicoocys preunmias o f i anfherime appiopeiate for

unmm! ol therapy

used in wha are judged to be inapproprints for outpatient oral
hmm umumlhmwnuhmu such as any of the lollewing:
pationts

of anthromycan in infectad mouse thighs as compated to contralateral non-infected thighs: [Abstract A-83]. 91st General
Mostmg of the Amencan Society for Microbiology, 1991 §. Gladue AP, Bnght GM, lsaacson RE, Newborg MF. In vitro and in vivo
uptaks of anthromyein [CF-82,283) by phagocytic celli: posaible mechanism of delivery and release #t sites of infaction. Antimicrob
Agents Chemather, 1889.33.277.282

an\lmy:maad ot aitfiect the plasm jevels or p of thaophy d 85 3 yinge dose. The effoct
of arithromyein on the plasma levels or of nmnmmmmwmm
state ety of theophyiling ks nat known However, has been assocuted with increases m

the sarum concaentrations of theophyllne. Therefors, until mm mra mmm prudent madical pracice dictates carehyl monitoring

aof ;dn:mi theophnyling kvels in patiants recenang azith
in didl not atfiect the proth lmmmammmudwhmﬂmammudumm

caretul monitating of prothrombin time n all patients treated with anthromycin and warkarn usa of

and wearfann in clinical peactice his been associted with increased anticcaguiant effects.

The: fallwang drug interactions have not been reponed in clircal triabs with anthramycin, howsver, no specific dig intevaction studies
hve bien performed 10 evalustes potential drug-drug mteraction. Nonefhaless. thisy have baen obsarved with macrolide products. Uniti
farther data ane developed reganding deug interactions when anthromyzin aod these drugs ae used concomitantly, caretil monitoring of
patsents is Ehvmad
gt ~—limvated dipomrn vty

i with sequlivd§ + Ergataming or (Shydroergotamine—acute ergot towerty charactieised by severe peripheral vasospasm and dysesthessa
patients requiring hospitalization, Trinzubarm -\huuaseIl'-crlal:a'u::uimamlahﬂmmmeasemmmtnﬂmufw
elderly or debilitated patients. FERs Ao by Deiyipcvoon i sier( S ot
patients with significant underlying hoalth problems th thair ability to respond to their ill
imel ok i 'llﬂloill WL Eo MIERR i uium'rmmm There are o reported lsboratony test interactions
. L ol F y: Long-tarm studies in animaly have not been paromied to svsluats
Upper Respiratory Tract el e Vi et gt s ot mmmmal Azithramycin b ¢ mmlmswwmmmmmm
occurring in individuals wha connot wse first line therapy MTHW.: EMfacts. Pregnancy Category B R wm- boen perf: In raits at doses up 10

INote: Peniciilin |8 thi ustal drug of chies in the irsatiment of Srepicocs pyegenes shfectons and the proptylioas of rheamistic fever
ZITHROMAX™ s nttan etectrve i the eradication of susceptible strains of Steptococcys pyogenes from the hasopharynx. Bacauss some
strving e rasistant 1o ZITHADMAX'™, suscantitelizy tests should be performid whin patients s freated with ATHROMAX™. Data
establishing afficacy of anthromyon i subsegient prvention of tesmate fever are ot avaiable
Skin and Skin Structure
Uncomplicated skin and $ian structune infections due 1o Staphylocoecus surms. STApOCoccus pyogenss of Streplotoccus agalachae
Abscesses usumly rguine suigical drmnage
Sexually Transmitted Diseases
Non-gonococcal urethnls and canacitis dus 1o Chiamyuie frachomats

DITHROMAX™, a1 the rcommandad dose. should not be redied upor 1o teat ganories or syphila. Antemicrobal agents wed in tigh
dses for short pangds of e 10 trest non-gonococal urstheitn mery mash or delay the symptoms of icubating gonorhes of wohdlis. All
patients with sexmlby-transmitied umshrits or canicitis should have a serologe test for syphilis and appropriate cultures for
pertormed at the time of diagnoas. Appropeiste mtimicrobial thesapy and follow up tests for thess disexses should b imitated  infection
s carfumed

e and bility tests should be perf it ihe causative crganism and its
suscaptbiliny to asthromycin Therigh with ZITHROMAX™ may be miiated before resuits of these tests are known, ance the resuits
become avaviable, arimicrops! iheragy shauld be adjuited pccordingly

CONTRAINDICATIONS
ZITHROMAX™ b contraindicated in patents with known Hyparsensitivity to axithroenyon, arythromyen. o any macrofids antiteotic
WARNINGS

moderately matsemally e dose levels (i e, 200 mg/ig/dey) These dosss. based on @ mg/m basis, are extimated 1o be & and 2 times,
respectively, 1he hisman daily dose of 500 mg Nummmmmmmmmmimmmmwwim There
e, however, no adequate and well-controlied studies in pregnant women, B nal ahways pradictive
ol husrmean respones, arithromycin should be used during pregnancy only it clearly neaded

ing Mothers: |1 is not known whethes antheomycn i screted in human milk Because many drugs are excreted in human milk,
caution should e msrcised whan anthromycin i

toa

»mTEmuathnmmwm

Pediatric Use: Safaty and in childr
Geriatric Use: P in older {65-85 ymars old) were simedar o those in younger voluntesns [18-40 yeary
okd) for the B-day rgiman. Dos does not appear to y for older patsarts wi renal
hepatic anction recening tmatment wiil thiy dosage regime
ADVERSE REACTIONS

In cliniad trials most of the neported aide effects wers mild 1o MKMMWMM tzpon discontinuation of the drug
Approvimately 0 7% of the patients from the multiphs doss clnecal trials
tredtmint-felated side effects. Mast of the site effects lsading o di i ware refatod to the (
serious side effects, were

vomiting. dearrhea. or sbdominal pain Rare, but case| jaundice

11 cass}

Clinical;

Mulriple doe regursn omn mmmrmmalu:mnqummmmwmﬁm
rnim':dmw Aoose stools (%], nsusea (3%, and abdominal pain [3%) being the most frequarntly
Tapar

No other side effects cccurred in patients on the multiple-dose regimen of ZITHROMAX™ with  fraquency greater than | %, Side etfects
ma: Qm:-rm wth nhmm- of 1% or less included the foliowing
tions, chest pain

In the th Mﬂrhﬂﬁmhhsﬂluﬂlﬂmhhnmdmn
pninlﬂldulldumhill'-" e P pprop

for outpatient oral therapy. not bo used in potionts with who are judged to be inappropri

mmmwmmamwmlmﬁummmumummm
with infections,

patients with known or suspected

patients requiring hospitalization,

widerly or debilitated patients, or

i ith signi ¥ alth problems th ¥ Comp thair ability to respond to their iliness (including

Mmmlhl has hnnmdwh nnlnf all Mll agents and may range in severity from mild to
Tike-th itis who present with diarrhes subsequent to
prii e g

Trastment with antibacietial ugents alnm thet pycrvial flors of the colon and mury permet owergrowth of clostndia. Studes ndicats that &
fewin produced by Clostricium difficiie i a primary cayse of antibiotic-associated colitis.”

dror the deagnosiy of preudamenibranous colitis has been estalilished. therapeutc measures should be ivtiated. Mild cases of
pseudomenmbranous colitis usually respond 1o discantinuation of i drug alona. In modersa o s cises, congdiration should ba

o management with fuds snd slectrolybes. pootein upplementation. and treatmant with an Brtibacteninl drug etective sgainst

Clostrichum ohfficile

wt Dyspepsia, flatulence, vomiting. medena and cholestatc jaundeg
Genitourinary: Mondia. vaginitis, and nephptic
Nervous System: Duriness. headache, vertgo, and somnalence
Goneral: fatigue
Nllergic: Rash. photosensstivity, and angioedarma
Single 1-gram dose regenen Ovierall, the most common side effects in patients rmeening a single.dose ragimen of 1 gram of
ZTHAOMAX™ were related 1o the gestrointestinal system and wens more frequently than in patients mcening the multiple-dose
regimen

Sitle #tfncts than occuered 1 paTsents on the ungle one-pram dosing ragamen of ZITHROMAX™ with & frequency of 1% or greater
includes dianhea/loos vtools (7% nausea (5%), vomting (2%, and vaginitia (2%).
Laboratory firrespective of drug
Pollowe
With ar mcxdance of 1-7% MMWMM mwm potassien, ALT [SGPT), GGT. and AST (SGOT)
With an incidence of kss than 1% | court, elevated serum alkaling phoaphatase. belirubin,
BUN, crestining. blood ghucose, LOH. and phosphare

‘When follow up was provided, changes in laboratory tests sppeared 10 ba reversible

I musltiph-ose chinical trials imvolving more than 3000 patients, 3 patients discontinued therapy because of raatment +elsted liver

g dunng tha chinecal nals wena reporied as

(Genarat: Because asithromyn m principally eliminated via the I, caution should be exmrcised when L
patidnts with impasred hepatic function. There sre no dats regarding anthiomycin usage in pationts with ranal mnrmf thuy EW“D"
shouild be exsrcised whon prescribing asticoyn in these Gbents

The following adverse evint has not been reported m clincal triafs with azthrosyon, an aralde. However, it has boen repored mm

BNy rd 1 bocauss of a renal function abnarmality,
DOSAGE AND ADMINISTRATION (See INDICATIONS AND USAGE)
ZITHROMAX™  should be given at least 1 hour before or 2 hours 2fter & meal

The recommandad duse of ZITHROMAX™ for the trestment of indevidusls 15 years of age and oider with mild 1o moderate acune bacrenal
i of chionic pulmonary dizease, preumonia, pharyngitis/tonsititis |as second-ling therapy). and uncomplicated skin

imacenlide prodocts: venticelar artythemias, inclding ventricular wachy and tvssdes die potes, i with

inoryes

Information for Pationts: Fatients should be cautioned to (ke this medication it last ooe hour price 10 8 mesl of at least two houes

attor a meal, This medication shoukd not be taken with food
Patients should also be cautioned not to take al

Orug Interacti Aluminum- e magr

tittromytin absoiption
Admenistration of cimetids (00 mgl two hov prof to anthromyoin had no affect on asithromyon ahsarption

mtacids and aritiromytin simultaneously
% antacid ingduce the ueak parum feveds {rate) but not the ALIC [axtent) of

and skin structure infections due to the indicated organisms i 500 myg as a single dose on the first day followed by 250 mg aree dally on

The recommended dose of ZITHROMAX™ for the treatment of
wwm:.sw:mmsmmc rachomatis i
& single 1 graen 1000 mg) dase of ZITHROMAX™

Mane detailud 4

Inaund Fubruary 1952

days 2 theough 5 for & total dose of 1 5 grasms of ZITHROMAX™
@& Pficer Labs






Lopressor ®

metoprolol tartrate USP

Tablets

Ampuls

BRIEF SUMMARY (FOR FULL PRESCRIBING
INFORMATION, SEE PACKAGE INSERT)
INDICATIONS AND USAGE

Hypertension

Lopressor tablets are indicated for the treatment of hypertension.
The%yn;y be used alone or in combination with other
antihypertensive agents.

Pectoris

na
Lopressor Is indicated in the long-term treatment of angina

ris.
ial infarction
Lopressor ampuls and tablets are indicated in the treatment of
hemodynamically stable patients with definite or suspected acute
rdial infarction to reduce cardiovascular mortality. Treatmem
with intravenous Lopressor can be initiated as soon as the

clinical condition allows (see DOSAGE AND ADMINISTRATION,
CONTRAINDICATIONS, and WARNINGS). Atte , treatment
b;yrnwﬂhinatowdaysomwacmeevern( 0SAGE AND
CONTRAINDICATIONS
jon and Angina

Lopressor s contraindicated in sinus bradycardia, heart block
Farmr than first degree, cardiogenic shock, and overt cardiac

ilure (see WANNI S).

Lopressor rs mmndmted in patients with a heart rate < 45
beats/min; second- and third-degree heart block; significant first-

degree heart biock (P-R interval > 0.24 sec); systolic biood

ressure < 100 mmHg; or moderate-to-severe cardiac fallure (see

ARNINGS).

WARNINGS

Hypertension and Angina

Cardiac Fallure: Sympathetic stimulation is a vital component

supporting circulatory function in congestive heart failure, and beta

blockade carries the potential hazard of further depressrng

myocardial contractility and precipitating more severe failure. In

rrypertenswa and angina patients who have congestive heart failure

controlled by digitalis and diuretics, Lopressor should be

adnmdlmslered cautiousty. Both digitalis and Lopressor slow AV

col

In Patients Without a History of Cardlac Failure: Continued

depression of the myocardium with beta-blocking agents over a

genod of time can, in some cases, lead to cardiac failure. At the

rst sign or srmptom of impending cardiac failure, patients should

be fully digitalized and/or given a diuretic. The response should be

observed closely. If cardiac failure continues, despite adequate

digitalization and diuretic therapy, Lopressor should be withdrawn.

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

Wm Diseasas: PATIENTS WITH BRONCHDSPRSTIC
DISEASES SHOULD, IN GENERAL, NOT RECEIVE BETA
BLOCKERS. Bacauss of its relative beta, sl , however,

Lopressor may be used with caution in patients w
mmﬂummmmmmwm cannot
tolerate, other Sineoboqulwllvlw
hnulallwlulo:

-dlmllllﬂ
administered concom| nﬂr:mul ponlblo dose of

Lopressor should be used. nﬂmclmmﬂam it would be
prudent Initially to administer Lopressor in smaller doses three
ﬂrmsﬂally, wummmnmurw 1o avold the

BSAG s associated with the longer dosing interval.
&’lh? E AND ADMINISTRATION.)

Surpery. The necessity or desirability of withdrawing beta-
blocking therapy prior to majar surgery is controversial; the
impaired ability of the heart to respond to reflex adrenergic stimuli
may augment the risks of general anesthesia and surgical
procedures.

Lopressor, {ike other beta blockers, is a competitive inhibitor of
beta-receptor agonists, and its effects can be reversed by
administration of such agents, e.g., dobutamine or isoproterenal.
However, such patients may be subject to protracted severe
hypotensron Difficulty in restartmg and maintaining the heartbeat
has alse been reported with beta biockers.

Disbetes and fycamia; Lopressor should be used with
caution in diabetic patents if a beta-blocking agent is required. Beta
blockers may mask rdia occurring with hypoglycemia, but
other manifestations such as dizziness and sweating may not be
significantly affected.

- Beta-adrenergic blockade may mask certain
clinical sergns (e g., tachycardia) of hyperthyroidism. Patients
suspected of developing thyrotoxicosis should be managed
carefully to avoid abrupt withdrawal of beta blockade, which might

recipitate a mroid storm.
lal Infarction
Cardiac Failure: Sympathetic stimulation is a vital component
supporting circulatory function, and beta blockade carries the
potential hazard of depressing myomrdla! contractility and
precipitating or exacerbating minimal cardiac failure.

During treatment with Lopressor, the hemodynamic status of

the patient should be carefully monitored. If heart failure occurs or

persists despite appropriate treatment, Lopressor should be
discontinued.

Bradycardia: Lopressor produces a decrease in sinus heart rate in
most gatrenis this decrease is greatest amon%patiems with high
initial heart rates and least among patients with {ow initial heart
rates. Acute myocardial infarction {particularty inferior infarction)
may in itself produce significant lowering of the sinus rate. If the
sinus rate decreases to < 40 beats/min, particularly if associated
with evidence of lowered cardiac output, atropine (0.25-0.5 mg)
should be administered intravenously. (f treatment with atropine is
not successful, Lopressor should be discontinued, and cautious
administration of isoproterenol or installation of a cardiac
pacemaker should be considered.

AV Block: Lopressor siows AV conduction and may produce
significant first- (P-R interval > 0.26 sec), second-, or third-degree
heart block. Acute myocardial infarction also produees heart block.
If heart block occurs, Lopressor shoutd be discontinued and
atropine (0.25-0.5 mg) ‘shoutd be administared intravenously. If
treatment with atropine is not successful, cautious administration
of isoproterenol or installation of a cardiac pacemaker should be
mm if by, (systolic blood 90
potension (systolic ressure <
mmHg) occurs, Lopressor should be drscontrarued and the
hemodynamic status of the patient and the extent of myocardial
damage carefulty assessed. nvasive monitoring of central venous,
puimonary capillary wedge, and arterial pressures may be requlred.
Appropriate therapy with fluids, positive inotropic agents, bafloon
counterpulsation, or other treatment modalities should be
instituted. If hypotension is associated with sinus bradycardia or
AV block, treatment should be directed at reversing these (see

above).
andrgaﬂ jc Diseases: PATIENTS WITH BRONCHOSPASTIC
DISEASES SHOULD, IN GENERAL, NOT REDGVE BETA
BLOCKERS. Bacauss of [fs relative , Lopressor
mayln usad with extreme caution in p: Iemxwl‘lh
e, e e ot
mu ents may exace! al ischemia
mino :?rr&mrnn thess agents should not be used
Lm lty If vonchospasm not related to congestive
llure occurs, Lopressor ehould be discontinued. A

lline derivative or a beta, agonist may be administered
cautiously, damndl g llu elinlul condition of the patient.
Bath Iline del and beta, agonisis may produce
serious ca amrhythmias
PRECAUTIONS
General
Lopressor should be used with caution in patients with impaired
hepatic function.
Information for Patl

ants
Patients should be advised to take Lopressor regularty and
continuousty, as directed, with or immediately following meals. If a
dose should be missed, the patient should take only the next
scheduled dose (without doubling it). Patients shoutd not
discontinue Lopressor without consulting the physician.

Patients should be advised (1) to avoid operating automobiles
and machinery or engaging in other tasks requiring alertness until
the patient’s response to therapy with Lopressor has been
determined; (2) to contact the physician if any difficulty in breathing
oceurs; (3) to inform the physician or dentist before any type of
surgery that he or she is taking Lopressor.

Laboratory Tests

Clinical laboratory findings may include elevated levels of serum
alkaline phosph and lactate dehydrogenase.
Drug Interactions
Catecholamine-depleting drugs (e.g., reserpine) may have an
additive effect when given with beta-blocking agents. Patients
treated with Lopressor plus a catecholamine depletor should
therefore be closely observed for evidence of hypotension or
marked bradycardia, which may produce vertigo, syncope, or
postural hypotension.
Risk of Anaphylactic Reaction: While taking beta-blockers, patients
with a history of severe anaphylactic reaction to a variety of
alleggns may be more reactive 1o repeated challenge, either
accidental, diagnostic, or therapeutic. Such patients may be
unrasporrsive 1o the usual doses of epinephrine used to treat
allergic reaction.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term studies in animals have been conducted to evaluate
carcinogenic potential. In a 2-year study in rats at three oral
dosage levels of up to 800 mg/kg per day, there was no increase in
the development of spontaneously occurring benign or malignant
neoplasms of any type. The only histologic chan?es that appeared
1o be drug related were an increased incidence of generaily mild
focal accumulation of foamy macrophages in pulmonary alveoli
and a slight increase in biliary hyperplasia. Ina 21-month study in
Swiss albino mice at three oral dosage levels of up to 750 mg/kg
?er day, beni?n jung tumors (small adenomas) occurred more
requently in female mice receiving the highest dose than in
untreated control animals. There was no increase in malignant or
total (benign plus malignant) lung tumors, nor in the overall
incidence of tumors or malignant tumars. This 21-month study
was repeated in CD-1 mice, and no statisticalty or biologically
significant differences were observed between treated and control
mice of either sex for any type of tumor.

All mutagenicity tests performed (a dominant lethal study in
mice, chromosome studies in somatic cells, a Saimonelia/
mammalian-microsome mutagenicity test, and a nucleus anomaly
test in somatic interphase nuclei) were negative.

No evidence of impaired fertility due to Lopressor was observed
in a study performed in rats at doses up to 55.5 times the
maximum daily human dose of 450 mg.

Pregnancy Category C

Lopressor has been shown ta increase postimplantation loss and
decrease neonatal survival in rats at doses up to 55.5 times the
maximum daity human dose of 450 mg. Distribution studies in
mice confirm expasure of the fetus when Lopressor is
administered to the p&nam animal. These studies have revealed
no evidence of impaired fertility or teratogenicity. There are no
adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human
rgdp(;ndse, this drug should be used during pregnancy only if clearly
n .

Nursing Mothers

Lopressor is excreted in breast milk in very small quantity. An

infant consuming 1 liter of breast milk daily would receive a dose of
less than 1 mg of the drug. Caution should be exercised when
Lopressor is administered to a nursing woman.
Pediatric Use
Safety and effectiveness in children have not been established.
ADVERSE REACTIONS

rtension and Angina

ost adverse effects have been mild and transient.

Ceniral Nervous System: Tiredness and dizziness have occurred
in about 10 of 100 patients. Depression has been reported in about
5 of 100 patients. Mental confusion and short-term memory loss
have been reported. Headache, nightmares, and insomnia have
also been reported.
Cardigvascular: Shortness of breath and bradycardia have
occurred in approximately 3 of 100 patients. Cold extremities;
arterial insufficiency, usually of the Raynaud type; palpitations;,
congestive heart failure; pei rheral edema; and hypotensrnn have
been reported in about 1 of 100 patients. (See
CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS.)
Resplratory: Wheezing Soronchospasm) and d{spnea have been
reported in about 1 of 100 patients {see WARN|
Gastrointestinai: Diarrhea has occurred in about 5 of 100 patients.
Nausea, dry mouth, gastric pain, consipaton, flatulence, and
heartburn have been reported in about 1 of 100 patients.
Reactions: Prunitus or rash have occurred in about
5 of 100 patients. Worsening of psoriasis has also been reported.
Miscallaneous: Peyranie’s disease has been reported in fewer than
1 of 100,000 patients. Musculoskeletal pain, blurred vision, and
tinnitus have also been reported.

There have been rare reports of reversibie alopecia,
agranulocytosis, and dry eyes. Discontinuation of the drug should
be considered if any such reaction is not otherwise explicable.

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

Lopressor Placebo

Hypotension 27.4% 23.2%
{systolic BP < 90 mmHg)

Bradycardia 15.9% 6.7%
(heart rate < 40 beats/min)

Second- or 47% 4.7%
third-degree heart block

First-degree 5.3% 1.9%
heart block (P-R > 0.26 sec)

Heart failure 275% 296%

Respiratory: Dyspnea of pulmonary origin has been reported in

fewer than 1 of 100 patients

Gastrolntestinal: Nausea and abdominal pain have been reported
in fewer than 1 of 100 patients.
Dermatologic: Rash and worsened psoriasis have been reported,
but a drug relationship is not clear.

Miscellansous: Unstable diabetes and claudication have been
reported, buta dru%ulatronshrp is not clear.

ions
A variety of adverse reactions not listed above have been reported
with other beta-adrenergic blocking agents and should be
considered potential adverse reactions tc Lopressor.
Cantral Nervous Systam: Reversible mental depression
progressing to catatonia; an acute reversible syndrome
characterized by disorientation for time and place, short-term
memory loss, emotional lability, siightly clouded sensorium, and
decreased performance on neuropsychometrics.

Cardiovascular: intensification of AV block (see
CONTRAINDICATIONS).
Hematologic: Agranulocytosis, nonthrombocytopenic purpura,
thrombocytoze‘mc purpura.

Reactions: Fever combined with aching and sore

throat, Iamospasm and respiratory distress.
OVERDOSAGE

Acute Toxicity
Several cases of overdosage have been reported, some leading to

Oraj LDsg's (mg/kg): mice, 1158-2460; rats, 3090-4670.
Signs and 5

Potential signs and symptoms associated with overdosage with
Lopressor are bradycardia, hypotension, bronchospasm, and
cardiac failure.

Treatment

There is no specific antidote.

In general, patients with acute or recent myocardial infarction
may be more hemodynamically unstable than other patients and
should be treated accordingly (see WARNINGS, Myocardial
Infarction).

On the basis of the pharmacologic actions of Lopressar, the
following general measures should be emptoyed:

Elimination of the Drug: Gastric lavage should be performed.
Bradycardia: Atropine should be administered. f there is no
response to vagal biockade, isoproterenol should be administered
cautiously.
ifon: A
levarterenol or dopamrne
-stimulating agent and/or a theophylline
derivative should be administered.
Cardiac Failure: A digitalis glycoside and diuretic shouid be
administered. In shock resulting from inadequate cardiac
contractility, administration of dobutamine, isoproterenol, or
lucagon may be considered.
rr'nted_ inU.SA C92-26 (Rev. 4/92)

or should be admini ,e.g.,

GEIGY Pharmacsuticals
Davision of CIBA-GEIGY Corporation
, New York 10502
. Joint National Committee. The 1988 report of the Joint
Naticnal Committee on Detection, Evaluation, and Treatment of
High Blood Pressure. Arch intern Med. 1988;148:1023-1038.
© 1992, C1BA-GEIGY Corporaticn. 536-23028-A



AMERICAN
MEDICAL

TELEVISION

®

m American Medical Television
Has Moved to CNBC

Now you can watch American Medical Television Saturday and Sunday on CNBC, the cable arm of the NBC network. The new
AMT offers the physician CME programs Saturday and Sunday from 10:00 am-1:00 pm (ET). AMT also offers entertaining
health and lifestyle segments for your patients from 1:00 pm-3:00 pm (ET) Saturday and Sunday. That’s ten full hours of
medical information every weekend! Watching AMT is an enjoyable and convenient way to earn Category I and I CME credits.

CME Programming for the Health
Professional

Here's how it works:

* After viewing Category I programs, physicians should
call 800 398-CNBC to order a study guide and an
evaluation form. Review the guide and return a com-
pleted program evaluation. A Category I certificate will
be mailed to you.

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

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

Consumer Health Shows
Every Weekend

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

AMT Video Digest

If your schedule doesn’t permit you to tune into AMT,
consider AMT Video Digest. Each month, AMT Video
Digest delivers all the materials you need to earn CME
credit at your own pace in your own home. For more
information or to order a subscription, call 800 398-CNBC.

How to Get CNBC

To find out the CNBC channel in your area, call

800 SMART-TV. Don’t miss out! If CNBC is not available
in your area, contact your local cable company to request
CNBC programming.

American Medical Television is produced in conjunction
with the American Medical Association.

The Program Line-up

Every Saturday and Sunday on CNBC:

For the Doctor

10:00 am From the Hill
10:30 am Medical Rounds
11:30 am Journal Watch (Sat.)

Milestones in Medicine (Sun.)
12:00-1:00 pm  The AMA VideoClinic Hour

For Your Patlents

1:00 pm Living Well America!

1:30 pm Health Styles

2:00 pm Ask the Doctor

2:15pm Heart Healthy Cooking
'2:30 pm Living Well America! (Sat.)

Health Styles (Sun.)

Every Sunday on The
Discovery Channel:

For Your Patlents

9:00 am Health Styles

9:30 am Living Well America!
(all times are Eastern)

CNB

Information That Hits Home







When your patient says
she gets cold feet...

.‘S,lze may also
sa

she hZ's"’
intermittent
claudication
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Trental® 400 mg Tablets
(pentoxifylline)
A brief summary of the Prescribing Information foliows.

INDICATIONS AND USAGE:

Trental® (pentoxifylline) is indicated for the treatment of patients with intermittent claudi-
cation on the basis of chronic occlusive arterial disease of the limbs. Trental® (pentoxifylline)
can improve function and symptoms but is not intended to replace more definitive therapy,
Isuc(t; as surgical bypass, or removal of arterial obstructions when treating peripheral vascu-
ar disease.

CONTRAINDICATIONS:

Trental® (pentoxifylline) should not be used in patients with recent cerebral and/or retinal
hemorrhage, or in patients who have previously exhibited intolerance to this product or
methylxanthines such as caffeine, theophylline, and theobromine.

PRECAUTIONS:

General: Patients with chronic occlusive arterial disease of the limbs frequently show
other manifestations of arteriosclerotic disease. Trental® (pentoxifylline) has been used
safely for treatment of peripheral arteriai disease in patients with concurrent coronary
artery and cerebrovascular diseases, but there have been occasional reports of angina, hy-
potension, and arrhythmia. Controlled trials do not show that Trental® (pentoxifylline)
causes such adverse effects more often than placebo, but, as it is a methylxanthine deriva-
tive, it is possible some individuals will experience such responses. Patients on warfarin
should have more frequent monitoring of prothrombin times, while patients with other risk
factors complicated by hemorrhage (e.g., recent surgery, peptic ulceration, cerebral and/or
retinal bleeding) should have periodic examinations for bleeding including hematocrit
and/or hemoglobin.

Drug Interactions: Although a causal relationship has not been established, there have
been reports of bleeding and/or prolonged prothrombin time in patients treated with
Trental® (pentoxifylline) with and without anticoagulants or platelet aggregation inhibitors.
Patients on warfarin should have more frequent monitoring of prothrombin times, while
patients with other risk factors complicated by hemorrhage (e.g., recent surgery, peptic ul-
ceration) should have periodic examinations for bleeding including hematocrit and/or
hemoglobin. Trental® (pentoxifylline) has been used concurrently with antihypertensive
drugs, beta blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics without
observed problems. Small decreases in blood pressure have been observed in some pa-
tients treated with Trental® (pentoxifylline); periodic systemic blood pressure monitoring is
recommended for patients receiving concomitant antihypertensive therapy. if indicated,
dosage of the antihypertensive agents should be reduced.

Carcinogenesis, Muta?enesis and Impairment of Fertility: Long-term studies of the
carcinogenic potential of pentoxifylline were conducted in mice and rats by dietary admin-
istration of the drug at doses up to approximately 24 times (570 mg/kg) the maximum rec-
ommended human daily dose (MRHD) of 24 mg/kg for 18 months in mice and 18 months
in rats with an additional 6 months without drug exposure in the latter. No carcinogenic
potential for pentoxifylline was noted in the mouse study. In the rat study, there was a sta-
tistically significant increase in benign mammary fibroadenomas in females in the high
dose group (24 x MRHD). The relevance of this finding to human use is uncertain since this
was only a marginal statistically significant increase for a tumor that is common in aged
rats. Pentoxifylline was devoid of mutagenic activity in various strains of Salmonella (Ames
test) when tested in the presence and absence of metabolic activation.

Pregnancy: Category C. Teratogenic studies have been performed in rats and rabbits at
.oral doses up to about 25 and 10 times the maximum recommended human daily dose
(MRHD) of 24 mg/kg, respectively. No evidence of fetal malformation was observed.
Increased resorption was seen in rats at 25 times MRHD. There are, however, no adequate
and well-controlled studies in pregnant women. Because animal reproductlon studies are
not always predictive of human response, Trental® (pentOXIfylllne) should be used during
pregnancy only if clearly needed.

Nursing Mothers: Pentoxifylline and its metabolites are excreted in human milk. Because
of the potential for tumorigenicity shown for pentoxifylline in rats, a decision should be
made whether to discontinue nursing or discontinue the drug, taking into account the im-
portance of the drug to the mother.

Pediatric Use: Safety and effectiveness in children below the age of 18 years have not
been established.

ADVERSE REACTIONS:

Clinical trials were conducted using either controlied-release Trental® (pentoxifylline)
tablets for up to 60 weeks or immediate-release Trental® {pentoxifylline) capsules for up to
24 weeks. Dosage ranges in the tablet studies were 400 mg bid to tid and in the capsule
studies, 200-400 mg tid.

The table summarizes the incidence (in percent) of adverse reactions considered drug-re-
lated, as well as the numbers of patients who received controlled-release Trental® {pentoxi-
fylline) tablets, immediate-release Trental® (pentoxifyliine) capsules, or the corresponding
placebos. The incidence of adverse reactions was higher in the capsule studies (where
dose-related increases were seen in digestive and nervous system side effects) than in the
tablet studies. Studies with the capsule include domestic experience, whereas studies with
the controlled-release tablets were conducted outside the U.S. The table indicates that in
the tablet studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

Controlled-Release Immediate-Release
Tablets Capsules
Commercially Used Only for
Available Controlled Clinical
Trials
Trental® Placebo  Trental®  Placebo
{Numbers of Patients at Risk) (321) (128) (177) (138)
Discontinued for Side Effect 31 0 9.6 7.2
CARDIOVASCULAR SYSTEM
Angina/Chest Pain 03 1.1 2.2
Arrhythmia/Palpitation — — 1.7 0.7
Flushing — 23 0.7
DIGESTIVE SYSTEM
Abdominal Discomfort — — 40 1.4
Belching/Flatus/Bloating 0.6 — 9.0 36
Diarrhea — — 34 29
Dyspepsia 28 47 96 29
Nausea 2.2 08 2838 87
Vomiting 1.2 . 45 0.7
NERVOUS SYSTEM
Agitation/Nervousness — — 1.7 0.7
Dizziness 19 31 11.9 43
Drowsiness — — 11 5.8
Headache 12 16 6.2 5.8
Insomnia — — 2.3 22
Tremor 03 08 — —
Blurred Vision — — 23 14

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

Cardiovascular - dyspnea, edema, hypotension.

Digestive — ancrexia, cholecystitis, censtipation, dry mouth/thirst.

Nervous ~ anxiety, confusion, depression, seizures.

Respiratory ~ epistaxis, flu-like symptoms, laryngitis, nasal congestion.

Skin and Appendages — brittle fingernails, pruritus, rash, urticaria, angioedema.

Special Senses - blurred vision, conjunctivitis, earache, scotoma.

Miscellaneous - bad taste, excessive salivation, leukopenia, malaise, sore

throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since marketing in 1972.
Although they cccurred under circumstances in which a causal relationship with pentoxi-
fylline could not be established, they are listed to serve as information for physicians:
Cardiovascular — angina, arrhythmia, tachycardia, anaphylactoid reactions; Digestive —
hepatitis, jaundice, increased liver enzymes; and Hemic and Lymphatic— decreased serum
fibrinogen, pancytopenia, aplastic anemia, ieukemia, purpura, thrombocytopenia.

OVERDOSAGE:

Overdosage with Trental® (pentoxify!line) has been reparted in children and adults.
Symptoms appear to be dose-related. A report from a poison control center on 44 pa-
tients taking overdoses of enteric-coated pentoxifylline tablets noted that symptoms usu-
ally occurred 4-5 hours after ingestion and fasted about 12 hours. The highest amount in-
gested was 80 mg/kg; flushing, hypotension, convulsions, somnolence, loss of conscious-
ness, fever, and agitation occurred. All patients recovered.

jn addition to symptomatic treatment and gastric lavage, special attention must be given to
supporting respiration, maintaining systemic blood pressure, and controlling convulsions.
Activated charcoal has been used to adsorb pentoxifytiine in patients who have overdosed.

DOSAGE AND ADMINISTRATION:

The usual dosage of Trental® {pentoxifylline} in controlled-release tablet form is one tablet
(400 mg) three times a day with meals.

While the effect of Trental® {pentoxifylline) may be seen within 2 to 4 weeks, it is recom-
mended that treatment be continued for at least 8 weeks. Efficacy has been demonstrated
in double-blind clinical studies of 6 months’ duration. Digestive and central nervous system
side effacts are dose-related. If patients develop these side effects it is recommended that
the dosage be lowered to one tablet twice a day (800 mg/day). If side effects persist at this
lower dosage, the administration of Trental® (pentoxifylline) should be discontinued.
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Patients with intermittent claudication
may report other symptoms first:

e Coldfeet ¢ Hair loss and trophic skin changes
e Paresthesia and numbness ¢ Delayed healing of superficial injuries

You're most likely to hear them from:

e Patients over 50 * Smokers of more than 25 years'
e Type Il diabetics » Hypertensives with elevated triglyceride
and depressed HDL levels

TRENTAL® increases pain-free walking distance and
improves microcirculatory blood flow****":

* Lowers whole blood viscosity ¢ Increases white cell flexibility and inhibits
* Increases red cell flexibility neutrophil adhesion and activation

* Lowers red cell aggregation T The clinical significance, if any,

* Lowers platelet aggregation of these laboratory findings

e Lowers fibrinogen levels has not been established.

3x 3 =Success:

e Patients may improve gradually e Therapy must be continued
over 3 months# to sustain improvement

e The usual dosage of TRENTAL®is
one 400-mg tablet 3 times a day,

with meals
Excellent safety profile:

e TRENTAL® has been used con-  Patients on warfarin should have
currently with antihypertensive, more frequent monitoring of pro-
beta-blocker, digitalis, diuretic, thrombin time; periodic systemic blood
antidiabetic and antiarrhythmic _pressure monitoring is recommended
regimens without observed for patients receiving concomitant
problems antihypertensive therapy

400 mg
Tablets

t.id.

Trental

(pentoxitylline)

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

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

+While the effect of TRENTAL® may be seen within 2 to 4 weeks, it is recommended
that treatment be continued for at least 8 weeks.

© 1991 by Hoechst-Roussel Pharmaceuticals Incorporated.
Please see references and brief summary of prescribing information on following page.
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Ansald IOORS

FLURBIPROFEN

An effective arthritis treatment,
helping to overcome life’s obstacles

CONTRAINDICATIONS: Hypersensitivity 1o ANSAID, or if aspirin of anr other nonsteroidal anti-inflammatory
agent induces asthma, urticaria, or other allergic-type reactions. Fatal asthmatic reactions have been reported in
such patients.

WARNINGS: Gastrointestinal eflects: Risk of G ulcerations, bleeding, and perforation with nonsteroidal
anti-inflammatory therapy: Serious Gl tmul&m occur al any time, with or without waming symploms, during
chronic treatment. The occurrence is about M6 after 3 to 6 months, 2% to 4% alter a year. Patients should be
informed of signs and symptoms of serious G taxicity and what o do if it occurs. Mo subset of patients not at risk
has been identified. Prior istory of serious Gl events and other risk factors of peplic ulcer disease, eq, alcoholism,
smoking, elc., have been associated with increased risk. The elderly and debilitated lolerale ulceration and
ing less well. Higher doses probably carry a
greater risk. Gl uiceration and bleeding can occur
without warning symploms, and chronically

treated patients should be followed.

R‘ PRECAUTIONS: Patients with impaired
renal or hepatic function: Use ANSAID and
similar agents cautiously. Pharmacokinetics have
not been studied in patients wilh decreased iver
function. Renal effects: Rals develop renal
papillary necrosis at dosages equivalent to
human therapeutic levels, as do monkeys given
20 to 40 times the human dose. In dinical stud-
ies of ANSAID, kidney function lests were done
maonthly, and renal efliects were similar to those
seen with other nonsteroidal anti-inflammatory
drugs. A second form of renal toxicity has been
seen in patients with prerenal conditions that
reduce renal biood flow or blood volume. A non-
steroidal anti- nnflarnmalury drug may cause
dose-dependent reduction in prostaglandin for-
mation and precipitate overt renal decompensa-
tion. Patients at greatest risk are those with
impaired renal or tic function, heart tailure,
those laking diuretics, or the elderfy. Drug dis-
continuation usually leads to recovery. Patients
at high risk on chronic treatment should have
renal function monitored il they have signs or
symptoms that may be consistent with mild azo-
emia, e;t. maLaise fatigue, loss of appetite
Occasionally, BUN and serum creatining may be
eleva!eﬂ without signs or symploms. Flurbipro-
excreted by the kidneys, and pharmaco-

kinglics are d'larmd by renal failure; so patients with renal 1‘a|lure should be monitored and may requure a
teduction of dosage 1o avoid ac lation of flurbiproten met Liver tests: of fiver
function tests may occur in up to 15% of patients, and may progress, remain unchanged, or disappear with
continued treatment. Palients with signs and/or symptoms or with an “abnormal liver function lest should be
evaluated further. Amemia: Patients treated long-term who have initial hemoglobin vaiues under 10 g/dL, should
have periodic lobin values. Fluid retention and edema: Fluid retention and edema have been reported,
50 use ANSAID with caution in patients with conditions such as cardiac decompensation or hypertension
m : Blurred and/or diminished vision has been reporied. Patients wilh eye complaints should have
nc ophthalmologic exams. Effect on platelets and coagulation: Flatelel a%regahun is inhibited and

time prolonged; patients who may be adversely aiected should be carelully Information for
pa'lle:'l?z Pmsnans and patients may wish to discuss potential risks and likely benefils. Drug interactions:
magu!an.'a parameters are aflected; clinical bleeding has been reported. Aspirin: Flurbiprofen
levels were 50% lower. Concurrent use is not recommended. Befa-adrenergic blockers: Pharmacokinetics and
heart rale reduction are not affected: hﬁem effect of propranolol but not atenolol was attenuated. Cimet-
ding, ranitiding” Cimetidine causes a increase in area under the furbiprofen serum concentration curve
Diuretics: Patients receiving furosemide o thiazides should be closely observed to make sure the desired efiect
is obtained. Carcinogenesis, mutagenesis, impairment of fertility: No evidence Teralogenic effects:
Pregnancy category B: No efiect in animals. Not recommended for use in pregnancy. Labor and delivery,
nursing mothers, pediatric use: Use i not recommended

ADVERSE REACTIONS: 9% of 4123 patients dropped out of studies because of an adr. Incidence >1%:
Gastrointestinal Dyspepsia;’ diarthea” abdominal pain; nausea,” constipation, GI bleeding, flalulence, elevated
liver enzymes, and mmngb'Cmrrar Aervous system Headache® “stimulation” (eq, anxiety, insomnia, refiexes
increased, lremor] and “inhibition” :q; amnesia, asthenia, somnolence, malaise, and depression), Respiratory:
Rhinitis. Dermatofogic: Rash. swses Dizziness, tinnilus, and changes in vision. Genilourinary: Signs
and symploms ing a Lmn tract infection® Baay as @ whole: Edema® Melabolic/nulritional: Body
weighl changes. *Reaction in 3% 1o 7% of patients. Incidence <1% (Causal relationship prrnlnhlep: Gas-
frointestinal: Peplic ulcer disease (see Wamings), gastritis, bioody diarrhea, stomalitis, esophageal disease,
hematemesis and hepatitis, cholestatic and noncholestatic jaundice Central nervous system: Alaxia, cerebrova-
scular ischemia, confusion, paresthesia, and twitching. Hematologic: Decrease in hemoglobin and hematocrit,
iron deficiency anemia, leukopenia, eosinophilia and ecchymosis, Ihrmbﬂc\rtupanla hemolytic anemia, and
aplastic anemia. [See Pracamms] Respiratory: Asthma and epi d urlicaria,
eczema and prurilus, photosensitivity, toxic epidermal nwdysns. and eulnﬂalwe dermatitis. Special senses:
Conjunctivitis and parosmia. Genitourinary: turia and impairment of renal function, interstitial nephritis.
a5 a whole: Anaphylactic reactions, chills, fever. Mefabolic/nulritional Hyperuricemia. Cardiovascular:
Heart failure, hypertension, vascular disease, and vasodilalation. Incidence <1% sal relationship
unknown): Gasroinfestinal: Periodontal abscess, appetite changes, cholecystitis, and dry mouth Caniral ner-
vous system: Convulsion, meningitis, hypertonia, cerebrovascular accident, emational lability, and subarachnoid
hemorrhage. Hemafologic: Lymphadenopalhy. Respiratory: Brnnﬁl!n Ialmlhs dyspnea, puimonary embo-
fism, pulmonary infarct, hyperventilation. Dermal disorder, herpes, dry skin, and swealing
Spw senses: Far disease, cormneal opacity, gtauctma relrohulbar na.mlna change in taste, iransient hearing
loss, retinal hemunm;a Gmrroumwy Menstrual disturbances, vaginal and ulerine hemaorrhage, vu initis,
prostate disease. Mefabolic/nufritional! Hyperkalemia. Cardiovascular: Arthythmias, angina pectoris, and myo-
cardial imfarction. Musculoskedelal Myasthenia.
Store at controlled room temperature (15° o 30°C)
Federal law prohibits dispensing without a prescription B-1-S
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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 Ol Billme OWVISA 0[O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

Name

Arlct

City /State/Zip
Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202
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Relative risk*

PREMARIN’ 0.625 mg
prevents postmenopausal
osteoporosis and reduces
the risk of hip and wrist
fractures by as much as 62%'

Start early and continue long-term
for maximum osteoporosis benefits

Relative risk of hip and wrist fractures in postmenopausal
women according to duration of estrogen therapy

1.0
=
I.."___H s 7o
0.8 c
1<)
-
°
0.6 8
32
o
0.4 ©
0.2
0
0 1-2 35 6-9 =10

Years of estrogen use'

*Standardized for age group (50 to 59, 60 to 69, and 70 luo‘.:oi years),
history of areciomy, and curmenl use versus pasl use of estrogens
‘Indudmmhyr:len using estrogen less than 1 year Adapled from Weiss et alt

Contraindications

Estrogens should not be used in women (or men) with any of the following
conditions: known or suspected 1) pregnancy, 2) breast cancer, 3) estrogen-
dependent neoplasia, 4) undiagnosed abnormal genital bleeding, 5) active
thrombophlebitis or thromboembolic disorders.

Note: Estrogens have been reported to increase the risk of endometrial
carcinoma in postmenopausal women.

PREMARIN'

(conjugated estrogens tablets) 0625mg

OSTEOPOROSIS
The only cure is prevention

Please see brief summary of prescribing information on next page.



BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE
CIRCULARS.)

PREMARIN® Brand of conjugated estrogens lablets, USP
PREMARIN® Brand of conjugated estrogens Vaginal Cream, in a nonliquelying base

1 ESTROGENS HAVE BEEN REPORTED TO INCREASE THE RISK OF ENDOMETRIAL CARCINOMA.
Close clinical surveillance of all women tak g eslmﬂens is Important. Adequate diagnostic measures
including endometrial sampling when indicated should be 10 rule out malignancy in all cases
ol undiagnosed persisienl of recurring abnormal vaginal bleeding. There is currently no evidence that
“natural” estrogens are more or less hazardous than 'mnmm: eslrogens at equiesirogenic doses
2 ESTROGENS SHOULD NOT BE USED DURING PREGNANCY.
Estrogen therapy during pregnancy is associaled with an increased risk of congenital delects in the
reproductive organs of the male and female letus, an increased risk of vaginal adenosis, squamous-cell
dysplasia of the ulerine cervix, and vaginal cancer in the female laler in life. The 1985 DES Task Force
concluded that women who used DES during their pregnancies may subsequenlly experience an
increased risk 0f breast cancer. However, @ causal refationship is still unproven, and the observed level of
risk is similar to that for a number of other breas! cancer risk faclors.

There is no indication for esh Iherapy duting pregnancy. Estrogens are inffective lor the
prevention or ireatment ol threatened or habitual abortion.

DESCRIPTION: PREMARIN (conjugated estrogens, USP) conlains a mixiure of estregens, oblained ex-
clusively from nalural sources, blended to represent the average composition of malerial derived from
pregnant mares urine. It confains estrone, equilin, and
17a-dihydroequilin, together with smaller amounts of
1Ta-estradiol, equilenin, and 17a-dihydroequilenin as
salls of their sullale esters. Tablets are available in 0.3 mg,
0.625 mg, 0.9 mg, 1.25 mg. and 2.5 mg sirengths ol
conjugaled estrogens. Cream is available as 0.625 mg
conjugaled esiragens per gram.

INDICATIONS AND USAGE: Moderale-lo-severe vaso-
motor symploms associated with the menopause. (There
is no evidence [hal estrogens are effective for nervous
symploms of depression which might occur during
menopause and they should not be used 1o treal these
conditions.) Prevention and management of osteoporosis
{abnormally low bone mass). Atrophic vaginitis. Atrophic
urethritis Hypoestrogenism due lo hypogonadism, cas-
tration or primary ovarian failure.

PREMARIN Lcon}uqateu estrogens) Vaginal Cream Is
ind in the of atrophic vaginitis and
krautosis vulvae.

PREMARIN HAS NOT BEEN SHOWN TO BE EFFECTIVE
FOR ANY PURPOSE DURING PREGNANCY AND ITS USE
MAY CAUSE SEVERE HARM TO THE FETUS (SEE BOXED
WARNING)

CONTRAINDICATIONS: Estrogens should nol be used
in women (or men) with any of the following conditions:

PREMARIN'

(conjugated estrogens tablets)

any estrogen therapy with special reference to blood pressure, breasts, abdomen, and pelvic organs, and
should include a Papanicolaou smear. As a general rule, estrogen should nol be prescribed for longer than one
year without anolher physical examination being performed. Conditions influenced by fluid retention, such as

asihma, epil migraing, and cardiac or renal dysfunction, require carelul observation. Certain patients may
develop manifestations of excessive estrogenic stimulation, such as abnormal or excessive uterine hlwﬁns
increase in size during estrogen use. Estrogens shoul

and rrnslndl-‘nia. Pre-existing uterine leiomyomata may E
be used wilh care in patients with impaired liver lunction, renal insulliciency, or metabolic bone diseases
associaled wilh h icemia.

The lollowing drug/laboratory test interactions have been reported, some only with estrogen-progestin
combinations (oral contraceplives): i

1. Increased prothrombin and factors VIl VIll, IX, and X; decreased antithrombin 3; increased nor-
epn?hrine-imwsd plalelel aggregabilil ; )

2. Increased thyroid bmdwﬁ globulin {TBG] leading lo increased circulating total thyroid hormone, as
measuted by T, levels determined by column or by radioimmunoassay. Free Ty resin uplake is decreased,
reflecting ihe efevaled TBG! free T, concentralion is unaltered.

3. Impaired glucose tolerance.

4. Reduced response to melyrapone lesl.

5. Reduced serum folate concentration.

MUTAGENESIS AND CARCINDGENESIS: Long-term, conlinuous administration of natural and synthetic
r_slmqms in certain animal species increases the frequency of carcinomas of the breast, cervix, vagina, and
iver
PREGNANCY CATEGORY X: Estrogens should nol b: used duﬁwr;u pregnancy. See CONTRAINDICATIONS
and Boxed rming.
NURSING MDTHERS: As a general principle, the ad-
ministration of any drug to nursing mothers should be
dane only when sarllinecesssry since many drugs are
micreled in human milk.
lwmﬁ“‘% asunm: The iﬁdaiwin? have tﬁ.‘n eer;-
ried with estrogenic therapy: changes in vagina -
ﬁ% ﬁal[em andwabnurmal withdrawal Dlaevggm or llow,
treakthrough bleeding, sm‘ increase in size of uter-
ine fibromyomata, vaginal diasis, change in amouni
of cervical secretion; tenderness or enlargement ol
breasts; nausea, vomiting, abdominal cramps, bloating,
cholestatic jaundice; chioasma or melasma that may per-
sist when drug is discontinued, erythema mulliforme,
efythema nodosum, hemorrhagic eruplion, loss of scalp
hair, hirsutism; steepening of comeal curvature, intol-
erance to contacl lenses; headache, migraine, dizziness,
me;‘l?tl d le;sion. chomat; itnrl.reass or decreﬂsa il':
weight; reduced carbohydrale tolerance; aggravation ol
porphyria; edema, changes in libido.
ACUTE OVERDOSAGE: May cause nausea and
vomiling.
DOSAGE AND ADMINISTRATION:
rREluHII- Brand of conjugated estrogens lab-

ets, USP
1, Given cyclically for short-term use only. For reatment

1, Known or suspected pregnancy (see Boxed Warning) The nce of this tablet is a f
2. Known or suspected cancer of the breas! excepl in of Wyeth-Ayerst Laboratories. of moderale-to-severe vasomolor symploms, atrophic
appropriately selected palients being treated for meta- vaginitis, or atrophic urethrilis associated with the meno-
static disease. 3. Known or suspecled estrogen-depen- pause (0.3 mg to 1.25 mg or more daix]. The lowest dose
dent neoplasia. 4. Undiagnosed abnormal genital that will control symptoms should be chosen and medica-
Elaedrl:;a. G.&Ec;:ve mromtlmp lw,.i,ff hg: thromboembolic m shnulﬂ! be h;ﬁgn;;nuad 135{ prnmmly x;skmsst:nle‘i
isorders. 6. Estrogen replaceme has nol been inistration sl ¢ (eg, three weeks on an
reported to increase the risk of thrombaphlebitis and/or OSTEOPOHOS|S oneweek of). Atlempts to discontinue or taper medication

thromboembolic disease. However, there is insulficient
inlormation regarding women who have had previous
Ihromboembolic disease

PREMARIN Tablets and Vaginal Cream should not be
used in patienls hypersensitive lo their ingredients,
WARNINGS: Some studies suggest a possible increased incidence of breast cancer in women taking highers
doses of estrogen lor prolonged time periods. The majority of studies have not shown an association with
usual estrogen replacement doses. Endomelrial cancer risk among estrogen users was aboul 4-fold or greater
than in non-users, and appears dependent on Ireatment duration and estrogen dose. In patients on combined
estrogen-progestin therapy, this risk appears to be decreased. (See PRECAUTIONS below.)

3 EsLmqan {herapy during pregnancy is associated with an increased risk of fetal congenital reproductive Iract
isorders.

A 2.5-fold Increase in the risk ol surgically confirmed gall bladder disease in women receiving
posimenopausal esirogens has been reporied.

Large doses of estrogen such as those used Lo treal prostale and breast cancer have been shown 1o increase
the risk of non-fatal myocardial infarction, pulmonary embolism, and thrombophlebitis in men. This cannot
necessarily be extrapolated fo women. However, to avoid theoretical cardiovascular risk caused by high
estrogen doses, the doses for estogen replacement therapy should nof exceed the recommended dose.

Blood pressure should be monitored with estrogen use, especially if high doses are used,

Eslrogens may lead to severe hypercalcemia in patients with breast cancer and bone metastases
PRECAUTIONS: The addition of a progestin lor 7 or more days of a cycle ol estrogen adminisiration
reportedly lowers the incidence ol endomelrial hyperplasia. Studies of endometrium that 10 10 13 days
of progesin are needed to provide maximal endomeirial maturation and elimination of rplastic changes.
Additional risks, such as adverse eflects on carbohydrate and lipid metabolism, may be associated with the
inclusion of progestin In estrogen replacement regimens, The choice of progestin and dosage may be
important in minimizing these adverse elfects.

hysical examination and a complete medical and tamily history should be taken prior lo the initiation of

Worldwide Leadership
in Female Healthcare

The only cure is prevention

should be made at three- lo six-month intervals.

2. Given cyclically: Hypoestrogenism. Osteoporosis.
H nI?m due to: Female hypogonadism—2.5
mg 1o 7.5 myg daily in divided doses for 20 days followed

by 10 day rest period. If bleeding does nol occur by the
schedule is repeated. Female castration or nlimarFy ovarian failure—1.25
0

end of this period, the same do
r maintenance, adjust

m daily, cyclically. Adjust upward or downward according to response ol the pafient.
dosage 1o lowest level that will provide effective control.

OsteORJmls—!!_ﬁzs mg daily. Administration should be cyclic (eg, three weeks on and one week off).
PREMARIN® Brand of conjugated estrogens Vaginal Cream

lically for shori-term use only. For treatment of atrophic vaginitis or kraurosis vulvae.
owest dose that will control symploms should be chosen and medication should be discontinued as
promplly as possible,

Atiempls to discontinue or taper medication should be made at three- lo six-month Inlervals.

Usual range: 2 g to 4 g daily, intravaginally, dependirﬁ on the severity of the condilion.

Patients with an intact uterus who are trealed with either PREMARIN Tablets or Vaginal Cream should be
manitored for signs of endometrial cancer and appropriate measures taken ta rule out malignancy in the event
of persistent or recurring abnormal vaginal bleeding,

Revised August 21, 1989
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Given
The

Relerence:
1. Weiss NS, Ure CL, Ballard JH, et al: Decreased risk of Iractures of the hip and lower forearm with
posimenopausal use of estrogen. N Engl J Med 1980;303:1195-1198

‘ ' WYETH-AYERST
LABORATORIES
i Philadelphia, PA 19101

©1991 Wyeth-Ayerst Laboratories



There s
only one
automatic
Epinephrine
Injection.

For self )
administration
in any allergic
emergency...

EplPen®
EPHRINE
AUTO-INJECTORS

Ju's=t remove 5
sa cap an
pregyintg thigh.

Briel summary: Belore prescribing, please consull package insel situations even though this product contains sodium metabisulfite, 3

DESCRIPTION: The EpiPen Auto-Injectors contain 2 mL E Inennnne Injection sulfite that may in ot Frwuusmauwlcvrype reactions including ana-
for emergency inframuscular use. Each EpiPen Auto-Inj IFJ«.'! singhe dose ciac In certain
of 0. 3quaplnepnrmfrnm Epinaphring Injaction, USP, 1:1000 [D.S mL] inastarile susceptible pﬂmns Thﬂ

in a lita-

i situir-
, The p(mnm ‘of a sulfite in this product shouid not deter

solutm ach EpiPen Jr, Auto Injector delivers a single dose of 0.15 mg epinephrine tion may not be satisfa
trom Epinephring Inpection, USP, 1 2000‘;0 3mL) in & sterile solution. Each 0.3 mL af the drug for | serious allergic o other emergency situa-
also contains 1.8 mg sodium chioride, 0. ¥ tions.
acid 1o adjust pH. and Water for Injacllnn he pH ranuns 2550, Accidental injection into the hands or feet may result in loss of bicod fiow to the
OE\' acting aftected area and should be avoided, If thare is an accidental injection info thesa areas,
on both alpha and beta recey drug r:d :Mw.efor the emargency treatmant  go immaediately to the nearest emergency room for treatment. EpiPen should ONLY be
ol severe allergic reactions ;‘pn 1}mmsectstln or bites, foads, drugs, and other injected into the antericlateral aspect of the thigh,
aal!mm I| can ahmlu usad in the treatmant of mqulhlc of exgicise-induced PRECAUTIONS: E ordinarily i yith et caution
whan gheen has a rapid pati umnmheur! disease. Uswl'wmnhnnevmnmuusmat miay sensitize
onsetand short duration of action the heart to arrhyth .0, digitalis, . or quiniding, ordinarily is
INDICATIONS AND USAGE: Epi s Indicated in the treatment ot recommended, Anginal pain may be induced by epinephrin in patients with
of allergic reactions {aneﬂmm}mumsllnusor bites, foods, drugs and other coronary knsutficiency. The eflects of epinephrine may be potantiated by tricyclic
allergans as well as it of axercise-ind ytads. The EpiPen Auto- antide; nts and monoamine oxidase mthrs rz;m Individuals
Injector i intended for immediate seli-administration by a person mm history of an ind l5 with cardiovascular diseass. pert jon, oF dia: elderty indhviduals,
anaphylactic reaction. Such reactions may occur within minutes affer exposuré and pregnant women, and children um:mhg Ibs.) body weight may be thearetically
consist of flushing, apprehansion, syncope, lachycardia, thready or unoblainable at grealer risk of developing adverse reactions afier epinephring administration.
pulse associated with a fall in bload pressure, convistsions, vomiting, diarrhea and Despite these concemns, epinaphring ks essential for the treatment of anaphylads.
abdominal cramps, involuntary voiding, wheezing, dyspnea due to laryngeal spasm, Therefore, patients with thess conditions, and/or any other person who mJuhl bema
pruritis, rashes, urticaria or angioedema. The Enlaen Is designed as emergency position to administer EpiPen or EpiPen Jr.foa patiant experiencing anap!
summwz thmw only and |5 not a replacemant or substitute for immediate madical shwln Deearﬁulyml!lucmln regard to the circumstances undar which this Iﬂe
or hospital ca medication should
CIINTMHDICI‘I'IDIS Thera are no absolute contraindications 1o the usa of CINDGENESIS, HI.I'IABEIESIS IMPAIRMENT OF FERTILITY: Studies of
epinephrine in a Iie-threatening situation, e‘m'mphmm in animals 10 evaluate mewclmwmc and mitagenic potential o the
IARNINGS: Ewngn@mnmslmnl sensitive and should be stored in the lube ect on Iaﬂllw have not been conducted.
provided, Store at roam temperature (15°-30°C/59°-86°F). Do not refrigerate. Before IN PREGNANCY: Pregnancy Categ arg C: Epinephrine has besn shown fo
using, check to make sure solution in Auto-Injector is not discolored. Replace the helenmum n msmn uwmm noses about 2 llmeslhe human dose Iners ala

ﬁ.u:u Injector if the sokution is nr :unLa:nsa no adequate and w

Injection site such as usad during mumnc-u only if the potential bensfit |ustr|'|:s the polential nsluolhe

the thigh. DO NOT INJECT INTO BUTTOCK. Lanrnn doses or accidental intravenous fetus.

Injection of Epunemmna rnag‘muli in cerebral hemorrhage due to sharp rise in blood PEDIATRIC USE: Eplmphnnamaya’“?lwn salely o children at a dosage

pressure. DO NOT INJECT INTRAVENOUSLY. Rapidly acting vasodilators can coun- n.pnrwm to weight Administration)

Reract the marked pressor effects of epinephrine sme effects of epinephrine may include palpitations,
Epinaphring is the preferred treatment for serious allergic or other emergency tachycardia, mallnu nausza and vomiting, respiratory difficulty, pallor, dizziness,

epinephring.

OVERDOSAGE: Overdosage
mmamerlemmlmascularm;acuun

of may
pressure. Fatalities rnav

'] lrnlﬂ asharpnse in blood

It from pulm

vascular constriction b
DOSAGE AND

stnu with cardiac slunulahnn

INISTRATION: Usual epinephrine adult dose for aliergic
emergencias is 0.3 mg. Fnrnedlalric use, the appropriate dosage may neO 1501 0. 3E|
mg depending upon the body weight of the patient. However,

1he

cian has the option of prescribing more or less than Incse amuu

assessment of each individual panm and
the reactions for which this drug n1
lauds, rey mnsmhlamﬂﬂllmau EpiPen

Sll PLEEI EpiPan and Ep-PnnJ: Aul

CII.ITIIJN: Fedeul (LLS.A ) law prohibits

packages of

weakness, tremor, headache,
apprefension, Nervousness
and ardety, Cardiac armythmias
may follow administration of

Wun

mu?!be necessary.
to-Injectors are avallable smulv ar in

®
Center Laboratories

Division of EM Industries, Inc.
35 Channel Drive, Port Washington, NY 11050

Tel. 800-2-CENTER or 516-767-1800

Distributed in Canada by Allerex Laboratories, Ltd.,

Kanata, Ontario. Tel. 613-592-8200
Manufactured for Center Laboratories

Survival Technol
LLS. Patent Nos.

Tha

Inc. Rockville, MD 20850
2,863, 4,031,893 and 3,712,301

withouta



Its something this b
could fit through a‘loophole’

The Americans with Disabilities Act has been law since July 1990. But
instead of making their buses accessible, the inter-city bus companies have
been making excuses. And somehow they've succeeded in getting themselves m—
a 7-year extension before they even have to begin to comply. When it comes to
a little thing like the law; size must make a big difference. Support Easter Seals. Ue







IN THE EARLY TREATMENT OF CHF

LANOXIN

(digoxin| Tablets =z

Improved ejection fraction'

In a large, double-blind, placebo-controlled study of
patients in normal sinus rhythm, digoxin produced
a significant increase in ejection fraction (P<.01) but
captopril did not.’ This improvement results from
enhanced myocardial contractile performance and
better emptying of the left ventricle.

Percent Improvement in Ejection Fraction

20—

Improved cardiac output **

LANOXIN improves cardiac output at rest as well as
during exercise. Maintenance of left ventricular function
was clearly demonstrated by a study in which digoxin
was withdrawn and then readministered: output
deteriorated during withdrawal and was restored during
readministration.®

Improved exercise tolerance?**

Digoxin improved exercise tolerance by 14% in a double-
blind, placebo-controlled study of CHF patients in normal
sinus rhythm who underwent treadmill exercise testing
(P<.08).2 These gains were achieved in patients receiving
baseline diuretics.

Also, in a large study that compared digoxin and captopril,
there was no significant statistical difference between the
two drugs with regard to their effects on exercise tolerance
and functional class.'

Percent Improvement in Exercise Tolerance
20—

15—




FOR CHRONIC ARTHRITIS

EXPECT A FAVORABLE
SAFETY PROFILE

Color-enhanced 3-D CT image of normal
stomach. Supplied by David W.

Stoller, MD, of California

Advanced Imaging.

As with other NSAIDs,

the most frequent complaints
are gastrointestinal, and

rare hepatic and renal reactions
have been reported

Please see brief summary of prescribing information
on adjacent page

EXPECT SUCCESS FROM

NAPROSYN

} NAPROXEN) 50[] mg tablets ‘

—
SYNTEX ©) 1992 Syntex Puerto Rico, Inc. NP93015




(NAPROXEN) 500 mg tablets . . . g
e P o i American Medical Association

ANAPROX or ANAPROX DS wh i
et NSA!fI . . svnd il mn%ain mw“t'; m“‘n';sg; Physicians dedicated to the health of America

mpa Because anaphylactic reactions usually occur in patients
a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and nsion associated with NSAIDs
befnle starting thorapy It occur, discontinue the

ug. Warnings: Serious Gl toxic l¥ as bleeding, ulceration,
and wrfumm can oceur at Ig ime, with or without warning
smplnm in patients treated chronicall lrhh NSAIDs. Remain

for ulceration and bleeding in patients even In the
absence ol previous Gl tract symm In clinical mals symn

tomatic uj Gi ul ?mss or 2
oceur in 22! 1 paunﬂlslmlnrm?:ﬁmm aﬁﬂ

in about 2-4% lmts treated for one year Inform patients
aboutmeﬂomm syrn& loms ol serious Gl toxicity and what
steps o they occur. Studies have not identified arg“
M'Mmﬂs nmllrd:oidenlon peptic ulceration and
Except for a prior history of ser sGimmsandntharr
factors known to be associated with mulw&sme.mas
alcoholism, smoking, elc., no risk &M‘gﬂ sm:l hm
been associated with increased risk. Elﬁerly or ated
seem 1o tolerate ulceration or bleeding less well than Mnm ind
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large dososdmlhm the recom-
ed dosage ), sufficient

re you ready to

learn what they
didn't teach you
in med school?

offset the potential Gl ions: DO
NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
MQPW'MMW SODIUM) OR AMAPROX*® DS
NAPROXEN JNSIHCE THEY BOTH CIRCULATE IN PtASMl
THE WEN ION. Acute interstitial nenhmns wi Mma

l Hl\ﬂﬂ

turia, pmwnurl has been repo

1“ nunzs mmir&a e mtm mralum; Iwu ] }slmf
ion, pa area rr
over! renal If thls 0CCurs, mmﬂfﬂ drug.

Use with uuﬂnn and monlw‘ serum creatinine and/or creatinine

E';“ :m&; :'::%“:ﬁ%ﬁ E%:l':.';:&?g You're already a complete physician. But
n mi B n or . . .
fn gaens win cvoni o e gmm’u'} Cirthosis. i medical practice — whether solo, partnership,
Fin .
115':."i o pah:“um‘:'u IThwah y may progres, mm.?;;w :’G 3; or group — requires that you be a complete
@:iﬂ 1 Controled chn cingal s n l%:m 1% o ‘patents. businessperson as well. And med school didn't
L S b ol s aael
apy. If steroid C;G- reduced or eliminated during therapy, do patient relations.
mm Insufficien wﬁ“ﬁm umtm of arthritis syrml)tnglrlll':
nomnmgomogm value perodicaly for patents wih il But the AMA does! In two workshops de-
va! who receive rm = =
eral edema m Thmu‘urs? with Caition ki 313'ned especm]ly for you.
patients with fluid marmn. hypemnslnn or haari failure. The ” 70 &
e St ok i B B e Starting Your Practice is an in-depth, two-day
ool “%“mmm“mﬁmmm session that provides the knowledge you need
Is:m ion ¢ cnnt:lns :de ymL of sodium 1:&3«& ':‘nﬁ to successfully run your own practice. Business
al . . .
o ".,’ﬂ“ i ?,,,,..::rﬂ m‘:m“';m“t h?c"'ﬁ“?'"&"n%'fﬁ“ and health law, patient relations, office
Danelts of NSAID, ratmen. partculsly whet they ars ueed lo efficiency, and marketing your practice.
less serious conditions where reatment without NSAIDs may be e
S h'::?"" 0 (e Sepic o ST Joining a Partnership or Group Practice is a
,,,g; 1 o A Ly Neshe: Uecaia half-day session that explores the personal, pro-
D e e v fessional, and financial considerations that will
:7 i ""““.,';;‘ S Easlon W v conpany- affect your decisions — and your negotiations.
aml e or snl!"d'lum furosemide; Inhh.n'n bela biuv:lmrs A_Il workshops o convem'ent.ly schad ] 1 %
mmngrgm hwn m:}l Jertpo- you don'’t miss valuable time away from your
SO 90 e w1 oy sy of SHUAA Car practice. Tap into the world’s largest and most
goaicy. Progeasey: Categery 8. Do nol use uring prognancy complete source of medical information —
unless clearly , use during hm rsing
Mothers: Avoid use in nursing mothers. : Single the AMA,
mmzmmﬁmw«u;mmumm 15
are sa children over 2 years of age. Adverse
in a study, Gl reactions were mare frequent and severe
In rheumatoid arthritis patients on 1,500 mg/day than in those on
TS e
ri‘:l‘ﬁ |me';:m.wmmmmms1 than in .
adls. Incidence Gretar Than 1; rokabe Causal Relatonshi For the workshop location nearest you,
tlon" heartburn abdominal ain: aveea; cyspepsa, darrhes mail the coupon below, or call

itis. CNS: headache’ dizziness; dmw;'nl;s.::hh:mq-
e T 1-800-366-6968
m“h: {m. i al: thirst. | Tha

failure, [ Please send me Name

\ , rena
| I BCrOSi Hmmloqh:: locytosis, ino- . .
;mlala.m‘g.llnu %nm?é_ ill.lllllp!ﬂll. 1:?;$gocrtnm'awéﬂr§' mformatlon on AMA

dream abnormalities, inability to concentrate, insom- ; i
malaise, myalgia and mmmnw&mmlf:;& Wow. | Practice Management  Title
m pho!mnsllm wmatllh skin rashes. Special Senses:
hearing mpaiment. Cardovascuar. congestie heart tallure workshop dates and Organization
wrawy wslnorhi nlumnniths General: anaphylactoi .
reactors. umn ia (chills and fever). cum locations
{
T T Caid
sitivity nructlms resembling porphyria ml::::mlgma Itrill:i [ Please send me City/State/ZIP
fon e G unlmlbns“ u’m'm“"m' Stonaitts Carsionscunr | information on host- )
a Overdosage: May have trowsiness neariour. naies. |  ing a workshop for Phone
Slmach and se sl supporiwe measuus. n aninais 05 gy |  our group (20 partic-
of activated charcoal reduced plasma levels of naproxen. . Bk Mail to: American Medical Association
TION M ImIE ety witiou rscriia S bk |- 1pan) $ or more). Department of Practice Management
*Incidence of reported reaction 3%-9%. E:ISYMTEK 515 North State, Chicago, IL 60610
Where unmarked, incidence less than 3%.

US. patent nos. 3,904 682, 3998966 and others,
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990 0
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A Form To Fit
The Therapeutic Need

e MIZORAL

P Iketoconazole)
JANSSEN (5| . oimesnes. Family of Products

Titusville, NJ 08560-0200

Outstanding Efficacy...In A Form That Fits



Nlm //@mconaza@/?’/ Cream

Before prescribing please consult complete prescribing information,
of which the following is a brief summary.

MICROBIOLOGY: Ketoconazole is a broad spectrum synthetic anti-
tungal agent which inhibits the in vitro growth of the following common
dermatophytes and yeasts by altering the permeability of the cell
membrane: dermatophytes: Trichophyton rubrum, T mentagrophytes,
T Microsp canis, M. i M. and Epider-
mophyton floccosum; yeasts: Candida albicans, Malassezia ovale
(Pityrosporum ovale) and C troplcal/s and the orgamsm responsmle
for tinea versicolor, fare). Only
those organisms listed in the INDICATIONS AND USAGE Section have
been proven to be clinically affected. Development of resistance to
ketoconazole has not been reported

INDICATIONS AND USABE: NIZORAL® (ketoconazole) 2% Cream is
indicated for the topical treatment of tinea corpons and tinea cruris
caused by Trichophyton rubrum, T 0 *and Epidi
phyton floccosum; in the treatment of \mea (pl(ynasrs) versicolor
caused by Malassezia furfur (Pityrosporum orbiculare); in the treat-
ment of cutaneous candidiasis caused by Candida spp. and in the
treatment of seborrheic dermatitis.

*Efficacy for this organism in this organ system was studied in fewer
than ten infections.

CONTRAINDICATIONS: NIiZORAL® (ketoconazole) 2% Cream is
contraindicated in persons who have shown hypersensitivity to the
active or excipient ingredients of this formulation.

WARNINGS: NIZORAL® (ketoconazole) 2% Cream is not for ophthal-
mic use.

NIZORAL® (ketoconazole) 2% Cream contains sodium sulfite
anhydrous, a sulfite that may cause allergic-type reactions including
anaphyfactic symptoms and life-threatening or less severe asthmatic
episodes in certain susceptible people The overall prevalence of sulflte
sensitivity in the general p ion is unk and p ly low.
Sulfite sensitivity is seen more frequently in asthmatic " than in non-
asthmatic people.

PRECAUTIONS: General: If a reaction suggesting sensitivity or
chemical irritation should occur, use of the medication should be dis-
continued. Hepatitis (1:10,000 reported incidence) and, at high doses,
lowered testosterone and ACTH induced corticosteroid serum levels
have been seen with orally administered ketoconazole; these effects
have not been seen with topical ketoconazole.

Carcinogenesis, Mutagenesis, Impairment of Fertility: A
long-term feeding study in Swiss Albino mice and in Wistar rats showed
no evidence of oncogenic activity. The domi lethal ion test in

NIZORAL is also mdrcated for the treatment of patients with severe
recalcitrant phyte infl who have not respond-
ed to topical therapy or oral griseofulvin, or who are unable to take
griseofulvin.

CONTRAINDICATIONS: NiZORAL is contraindicated in patients who
have shown hypersensitivity to the drug.

WARNINGS: Hepatotoxicity, primarily of the hepatecaliular type, has heen
assaciated with the use of NIZORAL (ketoconazsis), including rare fatalities. The
reporied incidence of hepatotoxicity has been abaut 1:10,000 exposed patients,
but this probably reprasents same degree of under-reparting, as is the case for
mest reporied adverse reactions to drugs. The median duratien of ketocanazele
theragy in patients who developoed symptomatic hepatotaxicity was about 28 days,
although the range extended 1o as low as 3 days. The hepatic injury has usually,
but not always, been reversible upon discontinuatian of NIZORAL (ketoconazole}
treatment. Several cases of hepatitis have been reported in children.

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

Most of the reported cases of hepatic toxicity have to date been
in patients treated for onychomycosis. Of 180 patients warldwide
developing idiosyncratic liver dysfunction during ketoconazole therapy,
61.3% had onychomycosis and 16.8% had chronic recalcitrant
dermatophytoses.

Transient minor elevations in liver enzymes have occurred during
ketoconazole treatment. The drug should be discontinued if these
persist, if the abnormalities worsen, or if the abnormalities become
accompanied by symptoms of possible fiver injury.
In rare cases anaphylaxis has hesn reported after the first dese. Several cases
of hypersensitivity reactions including urticaria have alsc been reported.

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

In female rats treated three to six months with ketoconazole at dose
levels of 80 mg/kg and higher, increased fragility of long bones, in
some cases leading to fracture, was seen. The maximum “no-effect”
dose level in these studies was 20 mg/kg (2.5 times the maximum
recommended human dose). The mechanism responsible for this

h is obscure. Limited studies in degs failed to demonstrate

maie and female mice revealed that single oral doses of ketoconazole
as high as 80 mg/kg produced no mutation in any stage of germ ceil
development. The Ames’ Sa/monella microsomal activator assay was
also negative,

Pregnancy: Teratogenic effects: Pregnancy Category C:
Ketoconazole has been shown to be teratogenic (syndactylia and
oligodactylia) in the rat when given orally in the diet at 80 mg/kg/day,
(10 times the maximum recommended human oral dose). However,
these effects may be related to maternal toxicity, which was seen at
this and higher dose levels.

such an effect on the metacarpals and ribs.
PRECAUTIONS: General: NIZORAL (ketoconazole) has been demon-
strated to lower serum testosterone. Once therapy with NIZORAL has
been discontinued, serum testosterone levels return to baseline vaiues.
Testosterone levels are impaired with doses of 800 mg per day and
abolished by 1600 mg per day. NIZORAL also decreases ACTH induced
corticosteroid serum levels at similar high doses. The recommendec
dose of 200 mg - 400 mg daily should be followed closely.

In four subjects with drug-induced achlorhydria, a marked reduction
in NIZORAL absorm:on was observed NIZORAL requires acidity for dis-

There are no adequate and wefi-col studies in preg
women. Ketoconazole should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nursing Mathars: It is not known whether NIZORAL® (ketoconazole)

2% Cream administered topically could result in sufficient systemic ab-
sorption to produce detectable quantities in breast milk. Nevertheless, a

decision should be made whether to discontinue nursing or discontinue

the drug, taking into account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in children have not been

established.

ADVERSE REACTIONS: During clinical trials 45 (5.0%) of 905 patients

treated with NIZORAL® (ketoconazole) 2% Cream and 5 {2.4%) of 208

patients treated with placebo reported side effects consisting mainly of

severe rrmatlon pruritus and stinging. One of the patients treated with

NIZORAL® Cream developed a painful allergic reaction.

DOSAGE AND ADMINISTRATION: Cutaneous candidiasis, tinea cor-
poris, tinea cruris, and tinea (pityriasis) versicofor: 1t is recommended

that NIZORAL® (ketoconazole) 2% Cream be applied once daily to

cover the affected and immediate surrounding area. Clinical improve-
ment may be seen fairly soon after treatment is begun; however, candi-
dal infections and tinea cruris and corporis should be treated for two

weeks in order to reduce the possibility of recurrence. Patients with

tinea versicolor usually require two weeks of treatment.

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

If a patient shows no clinica! improvement after the treatment period,
the diagnosis should be redetermined.

Manufactured by: ALTANA, INC., Melville, NY. 11747
Revised Nov. 1987, Feb. 1988 U.S. Patent No. 4,335,125 1P41J98G-M
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Before prescribing, please consult complete prescribing information,
of which the following is a brief summary.

WARNINE: Ketoconazole has been associated with hepatic toxicity,
including some fatalities. Patients receiving this drug should be i in-

solution. if concomit; ics, and Hy-blockers are

needed, they should be given at least two hours after NIZORAL adminis-
tration. In cases of achlorhydria, the patients should be instructed to

dissolve each tablet in 4 m) aqueous solution of 0.2 N HCI. For ingesting

the resulting mixture, they should use a drinking straw so as to avoid

contact with the teeth. This administration sheuld be followed with a

cup of tap water.

Information for Patients: Patients should be instructad ta report

any signs and symptoms which may suggest liver dystunctien so thal appre-
priate biochemical testing can be dome. Such signs snd symploms may

include unusual fatigue, anorexia, nauses and/or vomiting, jaundice, dark

urine or pale steols (ses WARNINGS).

Drug Interactions: Imidazole compounds like k le may en-
hance the anticoagulant effect of coumarin-like drugs. (n simultaneous
treatment with imidazole drugs and coumarin drugs, the anticoagulant
effect should be carefully titrated and menitored.

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

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

Concomitant of ketoc le with phenytoin may
alter the metabolism of one or both of the drugs. It is suggested to
monitor both ketoconazole and phenytoin.

Because severe hypoglycemia has been reported in patients con-
comitantly receiving oral miconazole {an imidazole) and cral hypogly-
cemic agents, such a potential interaction involving the latter agents
when used concomitantly with ketoconazole {an imidazele) can not be
ruied out.

Preliminary evidence shows that ketoconazole inhibits the metabo-
lism of terfenadine, resulting in an increased plasma concentration of
terfenadine and a delay in the efimination of its acid metabalite. [n-
creased plasma concentration of terfenadine or its acid metabolite
may result in prolonged QT intervals. Cases of tarsades de pointes and
other vemncular dysrhythmlas have been reported in patients taking
tert C with k [ Concurrent administration
of terfenadi

with | le is not

formed by the physician of the risk and should be closely
See WARNINGS and PRECAUTIONS settions.

CLINICAL PHARMACOLOGY: NIZORAL is active against clinical
infections with Blastomyces dermatitidis, Candida spp., Coccidioides
immitis, Histopk Ci latum, Paracoccidioides brasiliensis, and
Phialophora spp. It is also active against Trichophyton spp., Epidermo-
phyton spp., and Microsporum spp. NIZORAL is active in vitro against
a variety of fungi and yeast. In animal models, activity has been demon-
strated against Candida spp., Blastomyces dermatitidis, Histopi:

Carcil Muta i Impalrmemo!Fem!lry The dominant
lethal mutation test in male and female mice revealed that single oral
doses of NIZORAL as high as 80 mg/kg produced ra mutation in any
stage of germ cell development. The Ames Salmonella micrasomal acti-
vator assay was also negative. A long term feeding study in Swiss Al-
bino mice and i in Wistar rats showed no evidence of oncogenic activity.

Pi effects: Preg Category C. NIZORAL
(kemconazole) has been shown to be teratogenic {syndactylia and oli-
godactylia) in the rat when given in the diet at 80 mg/kg/day, (10 times
the ded human dose). However, these effects may

capsulatum, Malassezia furfur, Coccidioides immitis, and Crypto-
coceus neoformans.

INDICATIONS AND USAGE: NIZORAL (ketoconazole) is indicated for
the of the f g sy fungal infections: candidiasis,
chronic mucocutaneous candidiasis, oral thrush, candiduria, blastomy»
cosis, coccidioidomycosis, histoplasmosis, chromomycosis, and para-
coccidioidomycosis. NIZORAL should not be used for fungal meningitis
because it penetrates poorty into the cerebral-spinal fluid.

be related to maternal toxicity, evidence of which also was seen at this
and higher dose levels.

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

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

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

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

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

Pediatric Use: NIZORAL has not been systematically studied in chil-
dren of any age, and essentially no information is available on children
under 2 years. NIZORAL shauld not be used in pediatric patients unless
the potential benefit outweighs the risks.

ADVERSE REACTIONS: In rare cases, anaphylaxis has heen reyorted after

the first dese. Several cases of hypersensitivity reactions including

urticaria have also been reported. However, the most frequent adverse

reactions were nausea and/or vomiting in approximately 3%, abdominal

pain in 1.2%, pruritus in 1.5%, and the following in less than 1% of the

patients: headache, dizziness, somnolence, fever and chills, photo-
phobia, diarrhea, gynecomastia, impotence, thrombocytopenia, leuko-
penia, hemolytic anemia, and bulging fontanelles. Oligospermia has

been reperted in investigational studies with the drug at dosages above

those currently approved. Although oligospermia has not been reported

at dosages up to 400 mg daily, sperm counts have been obtained

infrequently in patients treated with these dosages. Most of these

reactions were mild and transient and rarely required discontinuation

of NIZORAL. In contrast, the rare occurrences of hepatic dysfunction

require special attention (see WARNINGS).

Neuropsychiatric disturbances, incluging suicidal tendencies and
severe depression, have occurred rarely in patients using NIZGRAL.
OVERDOSAGE: In the event of accidental overdosage, supportive
measures, including gastric lavage with sodium bicarbonate, should

be employed.
Rev. March 1989, April 1991 US. Patent 4,335,125

NIZORALO {ketoconazole) 2% Shampoo

Before prescribing, please consult complete prescribing information
of which the following is a brief summary.

MICROBIOLOGY: NIZORAL® (ketoconazole) is a broad-spectrum
synthetic antifungal agent which inhibits the growth of the following
common dermatophytes and yeasts by aftering the permeability of the
cell membrane: dermatophytes: Trichophyton rubrum, T mentagro-
phytes, T tonsurans, Microsporum canis, M. audouini, M. gypseum
and Epidermophyton foccosum, yeasts: Candida aibicans, C. tropicalis,
Pityrosporum ovale (Malassezia ovale) and Pityrosporum orbiculare
(M. furfur). Development of resistance by these micrecrganisms to
ketoconazole has not been reported.

INDICATIONS AND USAGE: NIZORAL® (ketoconazole) 2% Shampoo
is indicated for the reduction of scaling due to dandruff.
CONTRAINDICATIONS: NIZORAL® (ketoconazole) 2% Shampoo is
contraindicated in persons who have shown hypersensitivity to the
active ingredient or excipients of this formulation.

PRECAUTIONS: General: If a reaction suggesting sensitivity or chemi-
cal irritation should occur, use of the medication should be discontinued.
Infermation for Patlents: May be irritating to mucous membranes
of the eyes and contact with this area should be avoided.

There have been reports that use of the shampoo resulted in removal
of the curf from pemanently waved hair.

Garcinogenesis, Mutagsnesis, Impairment af Fertility: The
dominant lethal mutation test in male and female mice revealed that
single oral doses of ketoconazole as high as 80 mg/kg produced no
mutation in any stage of germ cell development. The Ames Salmonella
microsomal activator assay was also negative. A long-term feeding
study of ketoconazole in Swiss Albino mice and in Wistar rats showed
no evidence of oncogenic activity.

Pragnancy: Teratogenic etfects: Pregnancy Category C:
Ketoconazole is not detected in plasma after chronic shampooing.
Ketoconazole has been shown to be teratogenic (syndactylia and
oligodactylia) in the rat when given orally in the diet at 80 mg/kpiday
(10 times the maximum recommended human oral dose). However,
these effects may be related to maternal toxicity, which was seen at
this and higher dose levels.

There are no adequate and well-controlled studies in pregnant
women. Ketoconazole should be used during pregnancy oniy if the
potential benefit justifies the potential risk to the fetus.

Nursing mothers: Ketoconazole is not detected in plasma after
chronic shampooing. Nevertheless, caution should be exercised when
NIZORAL® (ketoconazole) 2% Shampoo is administered to a nursing
woman

Pollatrll: Use: Safety anc effectiveness in children have not been
established.

ADVERSE REACTIONS: In 11 double-blind trials in 264 patients using
ketoconazole 2% shampoo, an increase in nermal hair loss and irritation
occurred in less than 1% of patients. In three open-label safety trials
in which 41 patients shampooed 4-10 times weekly for six months, the
following adverse experiences each occurred once: abnormal hair tex-
ture, scalp pustules, mild dryness of the skin, and itching. As with other
shampoos, oiliness and dlgness of hair and scalp have been reported.
OVERDOSAGE: NIZORAL® (ketoconazole) 2% Shampoo is intended
for external use only. In the event of ingestion, supportive measures,
including gastric [avage with sodium bicarbonate, should be employed.
HOW SUPPLIED: NIZORAL® (ketoconazole) 2% Shampoo is a pink
liquid supplied in 2 4-fluid ounce nonbreakable ptastic bottle
(NDC 50458-223-04).

Storage conditions: Store at a temperature not above 25°C (77°F).
Protect from light.

Manufactured by: Janssen Pharmaceutica nx, Beerse, Belgium
Printed June 1990 USS. Patent ¥c. 4,335,125  7500001-M

Distributed by: Janssen Pharmaceutica Inc,, Titusville, NJ 08560

world leader in antimycotic research
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June 1992
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Potassium and magnesium conservation'”
with the optimal ratio (1.5 tol) of triamterene
to hydrochlorothiazide’®

79% of mildly hypertensive patients
normalized* within 4 weeks'

Twice the bioavailability of Dyazide®*

The Shape to Remember

s MAXZIDE-25 MG

Triamterene 37.5mg/Hydrochlorothiazide 25 mg

* Diastalic BP < %) mmHg
t MAXZIDE-25 MG is indicated for the treatment of hypertension or edema in patients who develop hypokalemia
on hydrochlorothiazide alone or in whom the development of hypokalemia cannot be risked
4 Dvazide is a registered trademark of SmithKline Beecham Pharmaceuticals
® Unique tablet shape is a registered trademark of American Cyanamid Company.
Please see adjacent page for brief summary of full Prescribing Information
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“Dispense As Written

b

Effectively controls mild-to-moderate
hypertension and potassium loss

The Shape to Remember

Once-

E-25 M

Triamterene 37.5 mg/Hydrochlorothiazide 25 mg

M&XZIDE‘ and MAXZIDE ®- ZSMGTM

Tri and Hydrochlorothi
Brief Summary

Please see package insen for full prescribing information
INDICATIONS AND USAGE

This fixed combination drug is not indicated for the initial therapy of edema or
hypertension except in individuals in whom the develog of hypokalemi
cannot be risked.

CONTRAINDICATIONS

Bevated serum potassium levels (25.5 mEgy/L). Discontinue if hyperkalemia develops.
Concomitant use with other potassium-sparing agents. Concomitant potassium
supplementation. Anuria, acute and chronic renal insufficiency, significant renal impairment
Hypemsensitivity to either component nnnolhtr‘dfﬂmmwmuldnu

WARNINGS

Hyperkalemia: Abnormal elevation of serum potassium levels (25.5 mEg/L) can occur with

all potassium-conserving agents inchading MAXZIDE. Hyperkalemia is more likely 1o occur in

patients with renal impairment, diabetes (even without evidence of renal impairment), or

elderty or severely ill patients, Since uncorrected hyperiailernia may be fatal, serum potassium

levels must be monitored at frequent intervals, espedially in patients first receiving MAXZIDE,
| when dosages are changed. or with any iliness that may influence renal function

Obtain ECG if signs ind sympeoms of hyperkalemia occur. Discontinue MAXZIDE
immediately if hyperkalemia is present. If the serum potassium level exceeds 6.5 mEg/1., more
vigorous therapy is required. Avoid MAXZIDE in diabetic patients. If used, monitor serum
clectrolytes. Avoid in severely ill patients in whom respiratory or metabolic acidosis may oocur,
If MAXZIDE is used, frequently evaluate acid/base and serum clectrolytes

Use cautiously, if at all, with angiotensinconverting enzyme (ACE) inhibitors. (Sce
PRECAUTIONS, Drug Interactions. )

PRECAUTIONS

Monitor for fluid or electrolyte imbalances at appropriate intervals. Do frequent serum and
urine electrolyte determinations (especially when the patient & vomiting or receiving parenteral
fluids). Dilutional hyponatremia may occur in edematous patients in hot weather, appropriate
therapy usually is water restriction. In actual salt depletion, appropriate replacement is the
therapy of choice

Hypokalemia may develop with thiazide therapy, especially with brisk diuresis, when severe
cirrhosis is present, or during concomitant use of corticosternids, ACTH. amphotericin B or
after prolonged thixzide therapy

Interference with adequate ol electrolyte intake will also contribute 1o hypokalemia,
Hypokalemia can sensitize or exaggerate the response of the heart to the toxic effects of
digitalis (g, increased ventricular irritability)

MAXZIDE may produce an elevated blood urea nitrogen level (BUN), ¢ leved, or both.
Blevations in BUN and creatinine levels may be more frequent in patients receiving divided dose
diuretic therapy. Discontinue if azotemia increases.

Use with caution in patients with impaired hepatic function or progressive liver disease and in
patients with historics of renal lithiasis. Triamterene is a weak folic acid antagonist. Periodic
blood evaluations are recommended. Hyperuricemia may occur or acute gout may be
precipitated in certain patients receiving thiazide therapy. The thiazides may decrease serum
PBI level without signs of thyroid disturbance

Calcium excretion is decreased by thiazides. Pathological changes in the parathyroid gland
with hypercalcemia and hypophosphatemia have been observed in a few patients on
prolonged thiazide therapy. Discontinue thiazides before conducting tests for parathyroid
function.

Insulin requirements in diabetic patients may be changed. Thiazides may cause manifestation
of latent diabetes mellitus. Sensitivity reactions to thiazides may occur in patients with or

MAXZIDE ® and MAXZIDE ®-25 MG Tablcts
Tri and Hydrochlorothi

without a history of allergy or bronchial asthma. Possible exacerbation or activation of systemic
Tupus erythematosus by thiazides has been reported

Thiazides may add to or potentiate the action of other antihypenensive drugs. Thiazides may
decrease anerial responsiveness to norepinephrine, Thiazides have also been shown to increase
responsiveness to tubocurarine, Diuretics reduce renal clearance of lithium and increase the
risk of lithium toxicity

Acute renal failure has been reported in a few patients receiving indomethacin and other
l'nn'nuhum clmn'ung tmmlcn:nc md hydrochlorothiazide. Caution is therefore advised
when ing n ti-infk y agents with MAXZIDE.

Use ium-sparing agents very ¢ by, if at all, in conjunction with angiotensin-
converting enzyme (ACE) inhibitors due to a greatly increased risk of hyperkalemia. Monitor
serum potassium frequently

MAXZIDE may interfere with i Tit. Py y Category C: Thiazides
m‘xs-f-rltphtmu]lnnwrmﬂamm:mcmdbh)d L srlnp(cm'unn requires weighing
anticipated benefits against possible hazands, including fetal or neonatal jaundice,
thrombocytopenia, pancreatitis, and possibly other adverse reactions which have occurred in
the adult

Thiazides appear in breast milk. If use is essential, the patient should stop nursing. Adequate
information on use in children is not available
ADVERSE REACTIONS
Weﬂau:imwdm:smmmmmﬂwmcdmwmmhﬂmmm
] n Mydrochlorothiazide, and products ¢ ining triamterene or
hydrochlc de include the fi

i k jaundice (intrahepati du)lcslmcmuﬂkr}mmmm-. nausea, appetite
disturbance, taste alteration, iting, diarrhea, © anorexia, gastric irritation,
CTAMPIng. Omn:al’\mmumanmwhumx insomnia, headache, dizziness,
dry mouth, depression, anxiety, vertigo, restlessness, paresthesias. Cardiovascular:
tachycardia, shortness of breath and chest pain, orthostatic hypotension (may be aggravated by
alcohol, barbiturates or narcotics). Renal: acute renal failure, acute interstitial nephritis, renal
stones composed of triamterene in association with other calculus materials, urine
discoloration. ch:rnnhglckuk(m agzmdnqtm mmm-mpcnn aplastic anemia,
hemolytic anemia blurred vision.
Hypersensitivity: zmp‘nm phrxmuwuht) rash, ummm purpura, necrotizing angiitis
(vasculitis, cutaneous vasculitis), fever, respiratory distress including pneumonitis. Others
muscle cramps and weakness, decreased sexual performance and sialadenitis. Whenever
advrrscmxnsml‘rmha!:mm therapy should be reduced or withdrrwn. Altered
Lak y Findings: Serum El ytes: hyperkalemia, hypokalemia, hyponatremia,
(sce WARNINGS, PRECAUTIONS). Creatinine, Blood
Urea Nitrogen: Reversible elevations in BUN and serum creatinine have been observed in
hypenensive patients treated with MAXZIDE. Glucose: hyperglycemia, glycosuria and diabetes
mellitus (see PRECAUTIONS), Serum Uric Acid, PBI and Calchum: (see PRECAUTIONS).
Other: Bevated liver enzymes have been reported in patients receiving MAXZIDE.

hypx mid, hypoc

Rev. 3/90
23023
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Evaluations

-].l: .

Exira strength drug

a7 ek

information for the way
you practice medicine.

When we first gave physicians the opportunity fo
review a sample section from Drug Evaluations (DE)
— our complete compendium of drug information —
we received so many responses that we've decided to
make the same offer again.

If you haven't seen DE — in either the textbook or
subscription version — you owe yourself the

opportunity.

You get what you pay for.
Drug Evaluations and other references like the PDR™

have certain features in common — the indications
for a drug’s use, adverse reactions, interactions,
contraindications, dosage information.

But such similarities soon end. Drug Evaluations
simply gives you more. Better comparisons. Off-label
indications. A therapeutic approach to organization.
In short, more information organized for the way you
practice medicine.

And, there’s one other big difference. Value. Think
what it would be worth to have all the information
you want about the drugs you choose for your
patients.

See for yourself the difference that DE’s extra
strength drug information can make. Request your
complimentary sample review section foday. Use

the coupon or call toll-free: 800 621-8335

um\:\e‘-i

free 5

Ji Chicago, IL 60610

Drug Evaluations

» fits the way you practice medicine by organizing
drug information around the disease, disorder,
or condition.

* provides information on more drugs than PDR
(Remember, manufacturers pay thousands of dollars
per page fo have even one drug included.).

* tells you legitimate unlabeled uses for drugs, not
just the ones that appear on the manufacturer’s
FDA-approved label reprinted in PDR.

* gives you comparative information about the alter-
native drugs you have available for a particular
therapy.

* is published by AMA and reviewed continuously by
physicians and pharmaceutical experts — more
than 600 review every edition.

American Medical Association
Physicians dedicated to the health of America

O Yes, | want to sample the information in
Drug Evaluations.

Name

Address

City State Zip

|Area Code) Phone Number

Return completed form to:
American Medical Association
515 North State Street
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Today’s hypertensives with new concerns...

THE CARDURA

AR S SR =R I ST s e

*Adapted from the interim (12 months) results of the Treatment of Mild Hypertension Study, a randomized, double-blind, placebo-controlled tnal of a nutritional-hygienic regimen along with various drug
therapies. All drugs (except acebutolol) were given initially in low doses. If the pabent showed a diastolic blood pressure more than 85 mm Ha on three successive follow-up visits, the dosage was
doubled. If blood pressure remained elevated, a second drug (chlorthalidone, except for chiorthalidone group, which was given enalapril) was added. Mean diastolic blood pressure was lowered in the
various drug groups with median dosages, as follows: doxazosin (2 mg/day), 12.0 mm Hg; enalapril (5 mg/day), 12.2 mm Hg; chlorthalidone (15 mg/day), 13.1 mm Hg; and acebutolol (400 mg/day),
13.7 mm Hg (n=847; P<0.01 vs placebo)

'n=128; P<0.01vs placebo. In a pooled analysis of placebo-controlled studies with about 300 predominantly normocholesterolemic patients per treatment group, CARDURA produced a small decrease
in total cholesteral (-2.7%) and LDL cholesterol (-4.3%) and a small increase in the HDL/total cholesteral ratio (+4.3%)

1Adapted from Lehtonen et a (n=77. after 26 weeks: P<0.001 compared with week 0 for blood pressure and insulin, P<0.05 compared with week 0 for glucose)



GENERATION

Ohoose CARDURA: first-line therapy for
) g a new generation of hypertensives.

Choose CARDURA for blood pressure control that
doesn’t jeopardize blood lipids.
In the Treatment of Mild Hypertension Study, CARDURA

lowered diastolic blood pressure (mean 12.0 mm Hg) as effectively
as enalapril, chlorthalidone, and acebutolol”

CARDURA lowered blood pressure with a small increase in the
HDL/total cholesterol ratio (+2.4%)’ in the same study.'" The clinical
significance of these changes is uncertain. Cholesterol is just one
parameter to consider when selecting the best individualized therapy
for a given patient

Choose CARDURA for blood pressure control that
doesn’t compromise blood sugar.

CARDURA controlled diastolic blood pressure without an adverse
effect on glucose tolerance or insulin control**

CARDURA is well tolerated. In placebo-controlled studies, only three
common side effects were reported significantly more often than
placebo: dizziness, somnolence, and fatigue.{*"r

Only 2% of patients discontinued therapy due to adverse effects—
the same as with placebo

' These were generally mild and transient. Syncope has been reported, but rarely (<1%)

ONCEA-DAY

Scored Tablets
(dOXOZOSIﬂ meSY|O 1mg 2mg, 4mg, 8 mg
HYPERTENSION CONTROL FOR A NEW GENERATION.

Please see brief summary on last page. ©1992, Flizer Inc



ONCEA-DAY

(doxazosin mesylate|areieatg sm

References: 1. The Treatment of Mild Hypertension Plesaa:ch Group. The

of Mild Hyp Study: a trial
of & nutritional-hygienic regimen along with various drun monotherapies.
Arch Infern Med 1991;151:1413-1423. 2. Lehtonen A, the Finnish Multicenter
Study Group. Lowered levels of serum insulin, glucose, and cholesterol in
hypertensive patients during treatment with doxazosin. Curr Ther Res.
1990,47:278-284.
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CARDURA® (doxazosin Tablets doxazosin/kg/day for 18 months. No cardiotoxicity was obsarved al lower DOXAZOSIN  PLACEBO
Briet Summary of Prescribing doses (up to 10 or 20 mg/kg/day, depending on the study) in either species. [N=339) (N=336)
INDICATIONS AND USAGE Thess lsions were no observed alr 12 monthsof ora dosing I 0ogs a0 WFSCULOSKELETAL: _ Arivalq@iATns % ™
CARDURA (doxazosin Isi for the of ‘Wistar rats al maximum doses of 20 mg/kg/day and 100 mg/kg/day, Muscle Weakness 1% 0%
hypertension. CARDURA may be used alons or in combination with respectively. There is no evidence that sirndhﬂﬁlons occur in humans. Myalgia 1% 0%
diuretics or beta-adrenergic blocking agents. There is limited experience Mutagenesis and impairment of Fertility:
with CARDURA In combination with angiotensin converting enzyme Chronic distary administration (up to 24 months) of doxazosin mesylate at CENTRAL &
inhibitors or calcium channel blockers. (highest dose 40 mg/kg: about 150 PERIPHERAL N.S.: Headache 14% 16%
CONTRAINDICATIONS times the maximum recommended human dose of 16 mg/80 kg) revealed Paresthesia 1% 1%
CARDURA Is contraindicated in patients with a known sensitivity to no evidence of carcinogenicity in rats. There was also no evidence of Kinetic Disorders 1% 0%
quinazolines (e.p. prazosin, terazosin). carcinogenicity in a similarly conducted study (up to 18 months of distary Ataxia 1% 0%
WARNINGS administration) in mice, The mouse study, however, was compromised by Hypertonia 1% 3
Syncope and “First-dose” Effect: the failure to use a maximally tolerated dose of doxazosin. Muscle Cramps 1% 0%
Doxazosin, like other alpha-adrenergic blocking agents, can cause Mutagenicity studies revealed no drug- or metabolite-related effects at AUTONOMIC: Mouth Dry 2% 2%
marked hypotension, especially in the upright position, with syncope and either levels. Flushing 1% 0%
other postural symploms such s diziness. Marked orthostatic effects Studies in rats stmreo reduced fertility in males treated with at
are mos! common with the first dose bul can also occur when there is a oral doses of 20 (but not 5 or 10) mg/kg/day, about 75 times the maximum SPECIAL SENSES: Vision Abnormal 2% 1%
dosage increase, or if therapy is interrupted for more than a few days. To  recommended human dose. This etfect was reversible within two weeks of Conjunctivitis/Eye Pain 1% 1%
decreass the likelihood of sxcessive hypolension and syncape, It is drug withdrawal. Tinnitus 1% 0.3%
essential that treatment be initiated with the 1 mg dose. The 2, 4, and Pregnancy . PSYCHIATRIC: Sonnolnce 5% 1%
8 my tablets are nol for Initial tharapy. Dosage should then be Id]nutd Teratogenic Effects, Pregnancy Category B. Studies in rabbits and rats at ! e iniedinid 20, 2%
llwlr (see DOSAGE AND ADMINISTRATION section) with increases in daily oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times Depression 1o 19
mm two weeks. Additional antihypertensive agenis should be the maximum recommended daily dose of 16 mg, assuming a patient Insomnia 1% 1%
th with caution. weight of 60 bo! have revealed no evidence of harm ta the fetus. The rabbit Sexual Dystuncti 20, 190
Patients being titrated with doxazosin should be caulioned fo avold study, however, was compromised by the failure to use a maximally
situations where injury could result should syncope occur. tolerated dose of doxazosin, There are no adequate and well-controlled GASTROINTESTINAL:  Nausea 3% 4%
In an early investigational study of the satety and tolerance of increasing studies in pregnant women, Because animal reproduction studies are nol Diarrhea 2% %
daily doses of in at1 mu.fmy only 20l always predictive of human response, CARDURA should be used during Constipation 1% 1%
6 subjects could tolerate more than 2 mg/day without pregnancy only if clearly needed. Dyspepsia 1% 1%
ic postural h In another study of 24 healthy Ranioacﬁmy was found to cross the placenta following oral Flatulence 1% 1%
normotansive male subjects recelving Initial doses of 2 mg/day of label L] pr rats Abdominal Pain 0% %
doxazosin, seven (29%) of the subjects experienced symptomatic postural Bltm In peri I studies in rats, postnatal Vomiting 0% 1%
sion between 0.5 and 6 hours after the first dose necessitating development at maternal doses of 40 or 50 mg/giday of doxazosin was RESPIRATORY: Rhinitis 3% 1%
termination of the study. In this study 2 of the narmotensive subjects delayed as evidenced by slower body weight gain and a slightly tater % Dyspnea 1% 1%
syncope. trials in hype patients always appearance of anatomical features and reflexes. E 1% 0%
began doxazosin dosing at 1 mg/day resulting in a 4% incidence of postural pistaxis
side effects at 1 mg/day with no cases of syncope. URINARY: Polyuria ; 2% 0%
In multiple dose clinical trials involving over 1500 patients with dose Urinary Incontinence 1% 0%
s o thoth s ool e A MO T reeny I B
of these events occurred at the s mg and 1. 5
(0 o & WG —
It syncope occurs, the patient should be placed In a recumbent position Asthenia 1% 1%
and treated supportively as necessary. Face Edema 1% 0%
i g Pain 2% 2%

1. Orthostatic Hypolension:
While syncope is the most severs orthostatic effect of CARDURA, other
symptoms of lowered blood pressure, such as dizziness, lightheadedness, or
wvertigo, can occur, especially at initiation of therapy or at the time of dose
increases. These were common in clinical trials, occurring in up to 23% of all
patients treated and causing discontinuation of therapy in about 2%.

In placebo controlied titration trials orthostatic effects were minimized by
beginning therapy at 1 mg per day anci fitrating mry two weeks to 2, 4, or
8 mg per day. There was an etects in
patients given 8 mg or more, 10%, mmnaredms% at 1-4 mg and 3% in
the placebo group.

Patients in p in which
dangerous should be treated with particular caution.

If hypotension occurs, the patient should be placed in the supine position
and, if this measure is inadequate, volume expansion with intravenous fluids
or vasopressor therapy may be used. A transient hypotensive response is not
a contraindication to further doses of CARDURA.

2. Impaired liver function:
CARDURA should be administered with caution to patients with evidence of
impaired hepatic function of to patients receiving drugs known to influence
hepatic metabolism (see CLINICAL PHARMACOLOGY). There is no controlled
clinical axperience with CARDURA in patients with these conditions.
3. Levkopenia/Neutropenia:
Analysis o hematologic data from patients receiving CARDURA in
controlled clinical trials showed that the mean WBC (N=474) and mean
nuulrnphll counts {N-ﬁ19‘p were decreased by 2.4% and 1.0% respectively,
d to placebo, a seen with other alpha blocking drugs.
Asaan:n through a data base of 2400 patients revealed 4 in which drug-
related neutropenia could not be ruled out. Two had a single low value on
the last day of treatment. Two had stable, non-progressive neutrophil
counts in the 1000/mm* range over periods of 20 and 40 weeks. In cases
where follow-up was available the WBCs and neutrophil counts returned to
normal after discontinuation of CARDURA. No patients became
symptomatic as a result of the low WBC or neutrophil counts.
Intormation for Patients:
Patients should be made aware of the possibility of syncopal and arthostatic
symptoms, especially at the initiation of therapy, and urged to avoid driving or
hazardous tasks lor 24 hours after the first dose, after a dosage increase, and
after interruption of tharapy when treatment is resumed, They shouid be
cautioned to avoid situations where injury could result should syncope occur
during initiation of doxazosin therapy. They should also be advised of the
need to sit or ke down when symptoms of lowered blood pressure occur,
although these symptoms are not always orthostatic, and to be careful when
rising from a sitting or lying position, If dizziness, lightheadedness, or
paipitations are bothersome they should be reported to the ick

could be

50 that

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 concentration about 20 times greater than the maternal plasma
concentration, I't is not known whether this drug is excreted in human milk.

Because many are excrated in human milk, caution should be
m:clsad wnan DURA is administered to a nursing mother.
Pediatric Use

Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
CARDURA has been administered to approximatety 4000 patients, of whom
1679 were included in the clinical development program. In that program,
minor adverse effects were frequent, but led to discontinuation of treatment
in only 7% of patients, In placebo-controlled studies adverse effects
mminqnmmawmummmmln and placebo groups,
and led to di Inuation in 2% of patients in each group. The
mapr reasons for discontinuation were postural effects (2%), adema
malaisa/fatigue, and some heart rate disturbance, sach about 0.7%

In controlled clinical trials directly comparing CARDURA to plmebo there
was no significant difference in the incidence of side effects, except for
dizziness ({including p weight gain, and
fatigue / malaise. Postural effects and edema appeared to be dose related,

The prevalence rates presented below are based on combined data from
placebo-controlled studies involving once daily administration of doxazosin
at doses ranging from 1-16 my. Table 1 summarizes those adverse
related) reported for patients in these

dose adjustment can be considered. Pathents shoukd also be told that
drowsiness or somnolence can occur with doxazosin, requiring caution in
people who must drive or operate heavy machinery,

Drug interactions:

Most (38%) of plasma doxazosin is protein bound. /n vitro data in human
plasma indicate that CARDURA has no effect on protein binding of digoxin,
wartarin, phenytoin or indomethacin. There is no information on the etfect

ﬂudlasmmlmmmmemmnmmoslnwnupmamasms%
or where the reaction is of particular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

of other highly plasma protein bound drugs on doxazosin binding. DOXAZOSIN Hicagsm
CARDURA has been without any evidence of an adverse drug (N=330) {He=335)
1o patients receiving thiazide diuretics, beta blocking agents. and  CARDIOVASCULAR: Dizziness 19% 9%
nonsteroldal anti-inflammatory drugs. Vertigo 2% 1%
Drug/Laboratory test interactions: Postural Hypotension ~ 0.3% 0%
None known. Edema 4% 3%
Cardiae Toxicity in Animals: Palpitation 2% 3%
An increased incidence of myocardial necrosis or fibrosis was displayed by Arrhythmia 1% 0%
Sprague-Dawley rats after 6 months of dietary administration at Hypotension 1% 0%
concentrations cakculated to prwide 80 mg doxazosinbg/day and after Tachycardia 03% 1%
i mu:né“mww 50 et e e Pen o o
mg ( imes ‘
dose assuming a paient welght of 60 k). Myocardilfbrosis was observed  SKIN APPENDAGES:  Rash 1 1>

in both rats and mice treated in the same manner with 40 mg

Additional adverse reactions have been reported, but these are, in general,
not distinguishable from symptoms that might have occurred in the
absence of exposure to doxazosin, The following adverse reactions
ou:mad\mhi I'ram.lem:yI ufberwunos%anﬁ 1%: srn:m:;- e
following additional adverse reactions were reported by <0.5% of 3960
patients who received doxazosin in controfled or open, short- or long-term
chinical studies, lmluﬁnn inmmaihnal studies. Cardiovascular Systent:

angina pectoris, my Infarction, accident;
Nervous System: pallor; m thirst, gout, hypokalemia; Hemalopoletic:
thy, purpura; System:; breast pain; Skin

Immmmmh dl'Yskh eczema; mmw I!II‘OSI&

remor, g

p , amnesia, emotional lability, thinking, dep Jizati

Special Senses: p earache, taste p l, phobia, ab
Syshn‘ appetite, anorexia, fecal

ry System: bronchospasm, sinusitis,
coughing, pharyngitis: Mww calculus; wmsymm
flushes, back pain, infection
symptoms.

CARDURA has not been associated with any clinically significant changes
in routine biochemical tests, No clinically relevant adverse effects were
noted on serum potassium, serum glucose, uric acid, blood urea nhmoon,
creatinine or fiver function tests. CARDURA has been assoclated wit
decreases in white biood cell counts (See Precautions).

OVERDOSAGE
The oral LDsg of doxazosin isgmlar than 1000 nw In mlr.undm&
The most likely manifestation of for
which the usual treatment would be Imranmua Inrnshm of fluld. As
doxazosin is protein bound, dialysis would not be indicated.
DOSAGE AND INISTRATION
DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA in
hypertensive patients is 1 mg given once daily, This starting dose is
intended to minimize the frequency of postural hypotension and first dose
syncope associated with CARDURA. Postural effects are most likely 1o
occur between 2 and 6 hours after a dose. Therefore blood pressure
measurements should be taken during this time period after the first dose
indwith :uh increase in dose. Dependlnnonmlndww mﬂumw s

at
2-6 hours postdmandz-i hourspnsiﬂose].dosm may then be increased
fo Zmnandmermﬂafil necessary lo 4 mg, amnand 16 mg to achieve the
desired in blood in dose beyond 4 mg
increase the likelihood of excessive postural effects Including syncope,
postural dizziness/vertigo, postural hypotension. Al a litrated dose of
1iwmdllhhmuIMIMkM!ﬁ
compared lo 3% for placebo.
HOW SUPPLIED
CARDURA (doxazosin mesylate) is avallable as colored tablets for oral
admini Each tablet contains doxazosin mesylate equivalent to 1 mg
(white), 2 mg (ycllw} 4 myg (orange) or 8 mg (graen) of the active
constituent, doxazos|

CARDURA TABLFIS are available as 1 mg (white), 2 mg (yellow), 4 mg
{orange) and 8 mg (green) scored tablets,

Bottles of 100: 1 mg (NDC 0049-2750-66), 2 mg (NDC 0049-2760-66),

4 mg (NDC D049-2770-66), 8 mg (NDC 0049-2780-66)

Recommended Storage: Store below 86°F(30°C).

CAUTION: Federal law p Thout
65-4538-00-0
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on next page. When diet alone fails in non-insulin-dependent diabetes mellitus

¢ 1992. Pizer tnc. As with all sulfonylureas, hypoglycemia may occur.




The reasons to prescribe
Glucotrol can

- pile up fast

Glucotrol
[gllplzuje AL

Briei § i al all dose levels IJ 5L| mg

ki

. This fetoloxicity has been simitarly noleq
tal and biliaved o be directly refate

ith known hypersensitivity 1o the drug or with

CCINTRHNDII:ITIDNS BLUC
diabehic ke 5, wilh of wilhou

SPECIAL WARNING ON FNI:HE»\SEO H{SI( oF ClRND\I‘lScULAR MDRTII.IT\' The administration of oral
hypoglycemic drugs has been reported to be i with i mortality as
compared {o trealmenl with diet alone or dietl plus insulin. This warning is based on the study
conducted by the University Group Diabeles Program (UGDP), a long-term prospective clinical Irial

tion supgesis that abnomal biood glucose. levels W) pregnancy are associated with a higher
genital abnommalities, many expers recommend that insulin be used during pregnancy fo maintain blood
0se [0 nommal as possitie

e hypoglycemia has been reporied in &5 bom to mothers who were
ylurea drug at Ihe lime of defivery, This has been reported more frequently 5

d dto the effecti of glucose-lowering drugs in preventing or delaying vascular 5. GLUCOTROL s hnuld be discontinued af least one month before he expected delivery dale
:nmpll:nllun: in patients with non-insuli The study 823 patients who Hul‘smu Mothers furea drugs are known 1o be excreted in human milk, nsulin iy

were randomly assigned fo one of four trealment groups (Diabefes, 19, supp. 2:747-830, 1970). UGDP considered if mu 5

reported that patients treated for 5 to 8 years with ﬂi!l plus a fixed dose of tolbutamide (1.5 grams per Pediatric Use: Salety and effactive 11 have not been established

day) had a rate of cardi lar mortality app 2% limes that ol patients ireated with diet ADVERSE REACTIONS: In controlled studies, the frequency of sarious adverse reaclions reported wa 702
alone. A significani increase in lotal morfality was nol observed, but the use of tolbulamide was patients, 1.8 fed adverse reactions and in only 1.5% was GLUCOTROL discontinued

S and OVERDOSAGE sections.

nreshna d slur.»a" e< the most commaon, were reporte:
nd gasiralgia, one in 100. They
lnr rlosage Cholestatic jaundice may occur rarely with sul'on'.lu'ea: GL UCD’HUL m..ln

disconlinued based on lhe increase in cardiovascular mortality, thus Elmll!nu the opportunity for me
study to show an increase in overall mortality, Despile the

these results, the findings of the UGDP study provide an adequate nam for this waming. The usllom
should be informed of the potential risks and advaniages ol GLUCOTROL and of alternalive modes of
therapy. Although only one drug in the sullonylurea class (lolbutamide) was included in this study, it is
prudent from a safety standpoint to consider thal this warning may also apply to other oral
hypoglycemic drugs in this class, in view of their close similarities in mode of action and chemical

structure.
PRECAUTIONS: Rual and Hopatr: ﬂlsuse The "r'i.shu lism an n of GLUCOTROL ma
patients wi ind 0 Hcmatulum:
ction, dosage, and been raporiad with
15K ol hypoglycem Metabolic: He |a and disulfiram-like alcohol reactions have been reporied with sullonybureas. Clinical

1 that GLUCOTROL has an extremely low incidence of disulfiram-iike reactions.

Endocrine Ri lons: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH) secretion
have besn reported with this and othar sullomylureas.

Mi Dizziness, ¢ nd headache have each been reporied in about one in fifty patients ireated with

are parhicula EXpETiEnce 10 dal

h;uug-ywmia s 1
iCohol 15 ingesiad, o

usad GLUCOTROL. They are usually transient and seluc.-n [Eﬂ;.l-'i‘ G:scnnllnuanr of 1r|i:rw,«

Loss of Control of Blood Glucose: OVERDDSAGE } fycemic coma is
trauma, in or surgery. It may diagnosed or su: 058 solution
Laboratory Tests: Bl nguca.c- solution 3l a rate that will maintain the
hemoglobin ma ored far @ minimum of 24 to 48 hours since

OTROL IrL-n uuas-r would be prolonged in
to be of benalit

e casaue u-glmm for the. rr.anugrrmenl ah-etcf, mellitus with
I, it should be given approximately 30 minutes before 2 meal to achieve ihe grealest reduction in

imended starting dose i 5 mg before breakfast. Gertairic patients or those with (iver disease may be
2.5 mg. Dosage adjustments should ordinarily be in nc!ﬂrnarl"\ of 2.5-5 mg, as determined by blood glucose
: Al Jea days should elapse batween
Ma:imnm Dose: The [BCOMMeams
Mainlenance: 5 may be effectivel ..on-nu'led on a once-a-day regimen, while olhers show better response
with divided doss ove 15 mg should ordinarily be divided.

i while, dye-free, scored, diamond-shaped, and imprinted as follows:

anti |'|I|.1rnr'|alnn ap
obenecid, ©

§ mg—Ptizer
5 mg Boltles: 100's (A IDC 0043~ ’1 IC 66), 500's (NDC 0049-4110-73), Unit Dose 100°s (NDC D049-4110-41)

10 mg E.mrle*: 100's (NDG 0049-4120-66); 500's (NDC 0049-4120-73); Unil Dose 100's (NDC 0048-4120-41)
15 dispensing wilh escription

on request,

/f
ogenicity, Bacterial and in
) 75 times the human dose

| drug-relate
ith sexes al doses up

no an ¥ i -
Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies @ Roel'lg Revised August 1990




True once-daily antihypertensive control*

Proved by countless patients well controlled on
one ISOPTIN SR tablet per day— 180 mg or 240 mg— .
- with virtually no change in metabolic parameters or quality of life
* (total daily doses above 240 mg should be administered in divided doses).’

As evidenced by well-controlled, long-term studies at more than 40
US centers. With q.d. dosing, blood pressure was controlled
* 24 hours as demonstrated by a drop in diastolic BP to target levels.

Supported by more than 57,000,000 prescriptions written
for once-daily verapamil SR* over the past 5.5 years.

ONCE-DAILLY ..

. .
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. .1801‘240 mg
ra ’ ’ "l I Sustained-Release ‘
Tablets » 9

: v *Clinical effectiveness is unrelated to drug-plasma levels

m 1 Constipation is the most frequently reported side effect of ISOPTIN® SAH and is easily managed‘m most patients Please see back
. ISOPTIN* SR should be administered with food. lor brief summary of
BASF Group +Verapamil SR produced by Knoll for Knofl Pharmaceuticals and G.D. Searie & Co. prescnbing information
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Briel Summary ol Prescribing Information

CONTRAINDICATIONS: 1) Severe left ventricular dysfunction (see WARNINGS), 2) Hypotension (less
than 30 mmHg systolic pressure) or cardiogenic shock, 3) Sick sinus syndrome (except in patients
with a functioning artificial ventricular pacemaker), 4) 2nd or 3rd degree AV block (except in patients
with a functioning artificial ventricular pacemaker), 5) Patients with atrial fiutter or atnal fibnllation
and an accessory bypass tract (e.g.. Woltf-Parkinson-White, Lown-Ganong-Levine syndromes), 6)
Patients with known hypersensitivity to verapamil hydrochloride

WARNINGS: Heart Failure: ISOPTIN should be avoided in patients with severe left ventncular dys-
function. Patients with milder ventricular dystunction should, it possible, be controlled before
verapamil treatment. ISOPTIN should be avoided in patients with any degree of left ventricular
ngsmm:!mn il they are receiving a beta adrenergic blocker (see DRUG INTERACTIONS). Hypolension:
ISOPTIN (verapamil HCI) may produce occasional symptomatic hypotension. Elevated Liver Enzymes:
Elevations of transaminases with and without concomitant elevations in alkaline phosphatase and
bilirubin have been reported. Periodic monitoring of liver function in patients receiving verapamil is
therefore prudent, Acce Bypass Tract (Wolfl-Parkinson-White): Patients with paroxysmal and/or
chronic atrial tiutter or atrial fibnilation and a coexisling accessory AV pathway may develop increased
antegrade conduction across the accessory pathway producing a very rapid ventricular response or
ventricular fibrillation after receiving intravenous verapamil. While this has not been reported with oral
verapamil, it should be considered a potential risk (see CONTRAINDICATIONS) Treatment is usuall
D.C.-cardioversion. Atrioventricular Block: The effect of verapamil on AV conduction and the SA
node may cause asymplomatic 1st degree AV block and transient bradycardia. Higher degrees of AV
block, while infrequent {0.8%), may require a reduction in dosage or, in rare inslances, discontinua-
tion of verapamil HCI. Patients with Hypertrophic Cardiomyopathy (IHSS): Although verapamil has
been used in the therapy of patients with IHSS, severe cardiovascular decompensation and death
have been noted in this patient population

PRECAUTIONS: Impaired Hepatic or Renal Function: Verapamil is highly metabolized by the liver
with about 70% of an administered dose excreted as metabolites in the unine. In patients with impaired
hepatic function the dose should be cut to 30% of the usual dose and the patient closely monitored
In patients with impaired renal function verapamil should be administered cautiously and the patients
monitored for abnormal prolongation of the PR interval or other signs of excessive pharmacological
effects (see OVERDOSE) Use in Patients with Attenuated (Decreased) Neuromuscular
Transmission: Verapamil decreases neuromuscular transmission and may prolong recovery from
neuromuscular blocking agents. In patients with d ularfr, 1lower doses
of verapamil may be warranted

Drug Interactions: Beta Blockers: Concomitant use of ISOPTIN and oral beta-adrenergic blocking
agents may result in additive negative effects on heart rate, atrioventricular conduction, andfor car-
diac contractility. Excessive bradycardia and AV block, has been reported. The combination should be
used only with caution and close monitoring. Digitalis: Clinical use of verapamil in digitalized patients
has shown the combination to be well tolerated. However, chronic verapamil trealment increases
serum digoxin levels by 50% to 75% during the first week of therapy and this can result in digitalis
toxicity. Upon discontinuation of ISOPTIN (verapamil HCI), the patient should be reassessed to avoid

d tion. Antihyp: Ive Agents: Verapamil administered concomitantly with oral antihy-
pertensive agents (e.g., vasodilators, angiotensin-converting enzyme inhibitors, diuretics, alpha and
beta adrenergic blockers) will usually have an additive etfect on lowering blood pressure Patients
receiving these combinations should be appropriately monitored, Antiarthythmic Agents:
Disopyramide: Disopyramide should not be administered within 48 hours before or 24 hours after
verapamil administration. Flecainide: Concomitant administration of flecainide and verapamil may
resull in additive negative inotropic effect and prolongation of atrioventricular conduction. Quinidine:

For patients who require
a step up in dosage

Sustained-

(verapamil HO! )z

p

For elderly or small-stature patients
who require lower doses

may increase verapamil clearance Cyclosporin: Verapamil therapy may increase serum levels of
cyclosporin. Anesthetic Agents: Verapamil may potentiate the activity of neuromuscular blocking
agents and inhalation anesthetics Carci I tagenesis, Impairment of Fertility: There
was no evidence of a carcinogenic polential of verapamil administered to rats for two years
Verapamil was not mutagenic in the Ames test. Studies in female rats did not show impaired fertility.
Effects on male fertility have not been determined Pre?nanq (Category C): There are no adequate
and well-controlled studies in pregnant women  ISOPTIN crosses the placental barrier and can be
detected in umbilical vein blood at delivery. This drug should be used during pregnancy, labor and
delivery, only if clearly needed Nursing?ﬁnmus: ISOPTIN is excreted in human milk, therefore,
nursing should be discontinued while verapamil is administered. Pediatric Use: Salety and efficacy of
ISOPTIN in children below the age of 18 years have not been established.

ADVERSE REACTIONS: Constipation 7 3%, dizziness 3.3%, nausea 2. 7%, hypotension 2,5%, head-
ache 2.2%, edema 1.9%, CHF/pulmonary edema 1.8%, fatigue 1.7%, dyspnea 1.4%, bradycardia
1.4%, 2° and 3" AV block 0.8%, rash 1.2%, flushing 0.6% and elevated liver enzymes (see WARN-
INGS). The foliowing reactions, reported in less than 1.0% of patients, occurred under conditions
(open Irials, marketing experience) where a causal relationship is uncertain; they are mentioned to
alert the physician lo a possibie relationship: angina pectoris, atrioventricular dissociation, arthralgia
and rash, blurred vision, cerebrovascular accident, chest pain, claudication, confusion, diarrhea, dry
mouth, ecchymosis or bruising, equilibrium disorders, erythema multiforme. exanthema, gastroin-
testinal distress, gingival hyperplasia, gynecomastia, hair loss, hyperkeratosis, impotence, increased
unnation, insomnia, macules, muscle cramps, myocardial infarction, palpitations, paresthesia, psy-
chotic symptoms. purpura (vasculitis), shakiness. somnolence, spotty menstruation, Steven-Johnson
syndrome, sweating, syncope, urticania

t of Acute C. Ady Reactions: Whenever severe hypotension or complete
AV block occur following oral administration of verapamil, the appropriate emergency measures should
be appled immediately. e.q., intravenously administered isoproterenol HCI, levarterenol bitartrate,
atropine (all in the usual doses). or calcium gluconate (10% solution}. if further support is necessary,
inotropic agents (dopamine or dobutamine) may be administered. Actual treatment and dosage should
depend on the severity and the clinical situation and the judgment and experience of the treating
physician

Traal

OVERDOSAGE: Treatment of overdosage should be supportive. Beta-adrenergic stimulation or paren-
teral administration of calcium solutions may increase calcium jon flux across the slow channel, and
have been used effectively in treatment ol deliberate overdosage with verapamil, Clinically significant
hypotensive reactions or fixed high degree AV block should be treated with vasopressor agents or
cardiac pacing, respectively. Asyslole should be handled by the usual measures including cardiopul-
maonary resuscitation

DOSAGE AND ADMINISTRATION
Essential Hypertension
The dose of ISOPTIN SR should be individualized by titration and the dru? should be administered
with food. Initiate therapy with 180 mg of sustained-release verapamil HCI, ISOPTIN SR, given in the
morning. Lower, initial doses of 120 mg a day may be warranted in patients who may have an
increased response to verapamil (e.g. . the elderty or small people, etc.) Upward titration should be
based on therapeutic efficacy and safety evaluated weekly and approximately 24 hours after the
previous dose. The antihypertensive effects of ISOPTIN SR are evident within the first week of
therapy.
It ad

In patients with nyferlrurhm cardiomyopathy (IHSS), concomitant use of verapamil and quinid

may result in signilicant hypotension. Other: Nitrates: The pharmacologic profile of verapamil and
nitrates as well as clinical experience suggest beneficial interactions. Cimetidine: Variable results on
ciearance have been obtained in acute studies of healthy volunteers; clearance of verapamil was either
reduced or unchanged. Lithium: Pharmacokinetic (lowering of serum lithium leveis) and pharmaco-
dynamic (increased sensitivity to the effects of lithium) interactions between oral verapamil and
lithium have been reported, Carbamazepine: Verapamil therapy may Increase carbamazepine con
centrations and produce related side etfects dunng combined therapy. Rifampin: Therapy with
rifampin may markedly reduce oral pamil lability. Phenobarbital: Phenobarbital therapy

g p Is not obtained with 180 mg of ISOPTIN SR, the dose may be litrated
upward in the following manner
a, 240 mg each morning
b. 180 mg each morning plus 180 mg each evening, or 240 mg each marning plus 120 mg
gach evening
¢. 240 mg every twelve hours
When swilching from immediate release ISOPTIN to ISOPTIN SR, the total daily dose in milligrams
may remain the same
2767/2-90 Printed in LS. A
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These new Code of Medical Ethics publications contain the American
Medical Association (AMA) ethical guidelines recognized by
physicians, courts, legislatures and medical licensing boards nationwide.

Annotated Current All of the information in Current Opinions plus extensive
Opinions of the annotations summarizing court opinions and important
Council on Ethical articles that cite specific opinions of the Council.
and Judicial Affairs OP632390AY, $36 AMA members/$45 nonmembers
Current Opinions Concise guidelines in nine categories ranging from social
of the Council on policy issues to advertising to fees and charges.
Ethical and Judicial OP632290AY, one issue free on request,

_ Affairs additional copies $8 for AMA members/$15 nonmembers
Reports of the Council In-depth background and analyses on selected medical
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Judicial Affairs NRO00127AY, Subscription $25 AMA members/$35 nonmembers,

1991 Back issues OP633591AY, $25 AMA members/$35 nonmembers
Collected reports from 1984-1990 OP63392 AY,
$39.95/AMA members/$49.95 nonmembers

Call toll free to order:

800 621-8335

Visa, MasterCard, American Express and Optima accepted.
Appropriate US state or Canadian sales tax plus
shipping & handling will be added as applicable.
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a new NSAID class e

RELAFEN

For the treatment of osteocarthritis
and rheumatoid arthritis

m Efficacy comparable to naproxen or aspirin

A low incidence of peptic ulcers

B Other G.l. symptoms comparable to
other NSAIDs, including diarrhea (14%),
dyspepsia (13%) and abdominal pain (12%)

Convenient once-a-day dosing

B Usual starting dose 1000 mg/day, taken
as two 500 mg tablets

m Dosage can be titrated up to 2000 mg/day
Please see brief summary of prescribing information on adjacent page.

SmuthKline Beecham
Pharmaceuticals

Philadelphia, PA 19101

© SmithKline Beecham, 1992




RELAFEN®

brand of nabumetone

See | in SmithKline Ph is literature or POR. The foi-
Towing is a brief summary.

CLINICAL PHARMACOLOGY: Relafen is a nonstemldal antl-mﬂammalory drug (NSAID) that exhibits anti-

and propexties in studies. As with other nonsteroidal anti-
mflammatory agents, its mode of action is not known. However, the ability to inhibit prostaglandin synthesis
may be involved in the anti-i |nflammamry effe
The parent compound is a prod va? epatic mation to the active component,
6-methoxy-2-naphthylacetic acid (BMNA), a potent mYubnor of pmslaglandm synthesis.

IMI;IGA‘PI;IONS AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheuma-
toid arthritis.

CONTRAINDICATIONS: Patients (1) who have y to it; (2) in whom Relafen,
aspirin or other NSAIDs induce asthma, unticaria or other allerglc -type reactions.

WARNINGS: Remain afert for ulceration and bleeding in patients treated chronically, even in the absence of
revious G.. tract symptoms.
controlled clinical tnals involving 1,677 patients treated with Refafen (1,140 followed for one year and 927 for
years), the cumuiative incidence of peptic ulcers was 0.3% (95% Cl; 0%, 0.6%) at three to six months,
05% {95% C; 0.1%, 0.9%) at one year and 0.8% (95% Ct; 0.3 13%) at two years. Inform patients of the
signs and symptoms of serious G.|. toxicity and what steps to take if they occur. [n patients with active peptic
uicer, weigh the benefits of Refafen therapy against possible hazards, institute an appropriate ulcer treatment
regimen and monitor the patients’ progress careful
In considering the use of relatively large doses (}\’rmhm the recommended dosage range), anticipate benefit
sufficient to offset the potential increased risk of G.1. toxicity.

PRECAUTIONS: Because d tensive hepatic bolism, no adi of Relafen dos-

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

with impaired renal function more closely than patients with normal renal function.

Evaluate patients with symptoms and/or signs su?qestmg 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. If

abnormal fiver tests persist or worsen, if clinical signs and symptoms cansistent with liver disease develop, or
if systemic occur (eg., rash, etc.), discontinue Relafen. Use Relafen cautiously in

patients with severe hepatic im) airment.

As with other NSAIDs, use Aaiafen cautiously in patients with a history of ive heart failure, h

or other conditions predisposing to fluid retention.

Based on UV. light photosensitivity testing, Rela!en may be i with more ions to sun exp!

than might be expected based on skin tanning

Physicians may wish to discuss with the:r Panents the potential risks {(see WARNINGS, PRECAUTIONS and

ADVERSE REACTIONS) and likely benefits of NSAID treatment, pamculany when the drugs are used for less

serious conditions where treatment without NSAtDs may rep! 1o both the patient

and the physician.

Exercise caution when administering Refafen with warfarin since |meractuons have been seen with other NSAIDS.

in two-year studies conducted in mice and rats, had n ignifica effect

Nabumetone did not show mutagenic potentiat in the Ames test and mouse micronucleus test in vive. Howwer

nabumetone- and 6MNA-treated lymphocytes in culture showed chromosomal aberrations at 80mcg/mL and

higher concentrations (equal to the average human exposure to Refafen at the maximum recommended dose).

Nabumetone did not impair fertility of male or female rats treated orally at doses of 320 mglkg/%lobefore mating.

Pregnancy Category C: Nabumetone did not cause any teratogenic effect in rats given up to my/kg and in

rabbits up to 300 mg/kg orally. However, increased post-implantation loss was observed in rats at 100 mg/kg

orally and at hi 1gher doses (equal to the average human exposure to 6MNA at the maximum recommended

human dose). There are no adequate well—commlled studies in pregnant women. Use the drug during preg-

nancy only if clearly needed. Because of the known effect of prostaglandin-synthesis-inhibiting drugs on the

human fetal cardiovascular system (closure of ductus arteriosus), use of Aefafen during the third trimester of

pregnancy is not recommended.

The effects of Relafen on labor and delivery in women are not known. As with other drugs known to inhibit

an of dystocia and delayed parturition occurred in rats treated

throughout pregnancy.

It is not known whether nabumetone or its metabolites are excreted in human milk; however, SMNA is excreted
in the milk of lactating rats. Because of the possible adverse effects of prostaglandm synthesasmhlbmng drugs
on necnates, Refafen is not recommended for use in nursing mothers.

Safety and efflcacy in children have not been established.

0f the 1677 patients in US. 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 older patients and younger ones. Similar resuits were observed in a one-year, non-U.S,
postmar&etmg surveillance study of 10,800 Relafen patients, of whom 4,577 patients (42%) were 65 years of
age or oider.

ADVERSE REACTIONS: Incidence =>1%—Probably Caually Related—Diarrhea (14%), dyspepSIa (13%),
abdominal pain (12%), constipation®, flatulence nausea’, positive stool guaiac®, dry mouth, gastritis, sto-
maitis, vomiting, h , fatigue, i sweating, insomnia, nervousness, somnolence,
prumus rash*, tinnitus®, edema®.

Incmekr;%e of reported reaction between 3% and 9%. Reactions oceurring in 19 to 3% of the patients are
unmarl

Incidence <1%—Probably Causally t—A ic jaundice, ulcer,
qgastric ulcer, g itis, i bleedmg, appeme liver function abnormalities,
melena, asthenia, agitation, anxi i jon, malaise, tremor, vertigo, bullous

eruptmns photosensmvuy, umcana . pseudoporphyria cutanea tarda vasculitis, weight gain, dyspnea,
azotemia, interstitial nephritis, abnormal vision, an. toid reaction,

angioneurotic edema.

Incidence <1%—Causal Relationship Unknown!—Bilirubinuria, duodenitis, eructation, galistones,
gingivitis, glossitis, pancreatitis, rectal bleedmg, nightmares, acne, alopet:la eryrhema mumfonne Stevens-
Johnson yndrome angina, arrhythmia, h
lhrumbophlebm asthma, cough, dysuria, hemaluna mpotence renal stones, taste dlshor}ier fever ch:lls
anemia, ytopenia, weight loss.
tAdversemactlonsreponed only in worldwide i i orin the literature are italicized.

OVERDOSAGE: If acute overdose occurs, empty the stemach by vomiting or lavage and institute general sup-
portive measures as necessary. Activated charcoal, up to 60 grams, may ively reduce nabumetone absorp-
tion. Coadministration of nabumetone with charcoal to man has resulted in an 80% decrease in maximum
plasma concentrations of the active metabolite.

One werdose occurred in a 17-year-old female patient who had a history of inal pain and wa: itali
pain ion of 30 Aelafen tablets (15 grams total). Stools were negative for
occult bload and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She
was given an Hp-receptor antagonist and discharged from the hospital without sequelae.

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

HOW SUPPLIED: Tablets: Oval-shaped, film-coated: 500 mg—white, imprinted with the product name
RELAFEN and 500, in bottles of 100 and 500, and in Single Umt Packages of 100 (intended for institutional
use only); 750 mga eige, imprinted with the product name RELAFEN and 750, in bottles of 100 and 500,
and in Single Unit Packages of 100 {intended for institutional use only).

Store at controlled room temperature (53° to 86°F) in well-closed container; dispense in light-resistant container,

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

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

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

© SmithKline Beecham, 1992 BRS-RL:L3
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If you're looking for some good
reading, you've just found it. The
free Consumer Information
Catalog.

The Catalog lists about 200 federal
publications, many of them free.
They can help you eat right,
mandage your money, stay
healthy, plan your child’s
education, learn about federal
benefits and more.

SO sharpen your pencil. Write for
the free Consumer Information
Catalog. And get reading worth
writing for.

=='w Consumer Information Center
% Department RW
Pueblo, Colorado 81009

A public service of this publication and
the Consumer Information Center of the U.S. General Services Administration.



ULCERAT

CAN STRIK!

We are all equally at risk.

Young and old. Rich and poor. Black and
white. Republican and Democrat.

Ulcerative colitis and Crohn's disease don't
discriminate.

These two dangerous and misunderstood
diseases now affect about two million Ameri-
cans from every walk of life.

The Bush family knows this only too well.

In 1986, ulcerative colitis nearly claimed the
life of the youngest Bush son, Marvin.

Only surgery to remove his entire large
intestine saved him.

Until we find a cure, countless others will
endure the agony and humiliation of these
devastating diseases.

VECOLRES

The hope is education and research.

Marvin Bush and the Bush family urge you
to learn more about how the Crohn’s & Colitis
Foundation of America is helping victims and
their families.

Together we can make a difference.

Because the only thing shameful about
these diseases is that there's still no cure.

V4
Crohn's & Colitis Foundation
Q) T VAL R VEr R ey S iy e

1-800-343-3637

In metro NY area 212-685-3440.

*(formerly National Foundation for lleitis and Colitis, Inc)



In upper and lower respiratory tract infections, BIAXIN...

spans the Spectrum of
and Erythromyein

w The key respiratory spectrum of w Excellent tissue penetration
the beta-lactams, plus the atypi- without sacrificing therapeutic
cal spectrum of erythromycin... serum levels'

H. influenzae, S. pneumoniae,
S. pyogenes, M. catarrhalis
and M. pneumoniae™

—




the Beta-lactams

w Excellent clinical success rates in w Tolerability comparable to
community-acquired pneumonia, beta-lactams;"” convenient
acute exacerbation of chronic BID dosing
bronchitis, pharyngitis, tonsillitis,
and acute maxillary sinusitis ™4’

BIAXIN

Clarrthromycin
250 mg and 500 mg Tablets

SPANS THE SPEGTRUM




BIAXIN®
(Clasthnmycin)

BRIEF SUMMARY
CONSULT PACKAGE IMSERT FOR FULL PRESCRIBING INFORMATICN
MORCATIONS AND USAGE
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U.S. Savings Bonds Are Now Tax
Free For College. Good News Today.
Better News In 18 Years.

If the cost of a college education seems expensive now, imagine what it
will be in 18 years. That's why when it comes to college, Bonds are better than
ever before. For years, they've been exempt from state and local income tax. Now,
Bonds bought for your children's education can also be 8 Senes Bonik
free from federal income tax. Which means most people VIES DOLCS
can keep every penny of the interest they earn. o ol il

Start your tax free tuition fund today. Buy Bonds
at your local bank, or ask about the Payroll Savings - . _
Plan at work. The Great Amencan Investment

A public service of this publication
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NOW FOR ALLERGIC RHINITIS

ONCE DAILY

asacort -
tnamcmo/one acetonide)

Unique once-daily convenience

Comfortable delivery—very low incidence
of nasal irritation

Prompt relief for many patients'

Early morning mean serum cortisol levels
remained comparable to baseline
throughout a 2-year study**

Simplifies dosing Extends relief

*In goses up to 440 meg/day

Please see mext page for brief summary
of prescribmng information

£ 1992 Rhone-Poulenc Rorer Pharmaceuticals Inc
Printed in USA




THE ONCE-DAILY NASAL STEROID
ONCE

DAILY

Nasal
Inhaler

(triamcinolone acetonice)

OBNCE DAILY
\asacort-
(triamcinolone acetonice)

[na’ za-cort]

Triamcinolone Acetonide Nasal Inhaler

For Intranasal Use Only

Shake Well Before Using

CONTRAINDICATIONS: Hypersensitivity to any of the ingredients of this preparation
contraindicates its use.

WARNINGS: The replacement of a systemic corticosteroid with a lopical corticoid can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may experience
symptoms of rawal, e.g., joint and/or muscular pain, lassitude and depression. Patients
previously trealed for prolonged periods with systemic corticosteroids and transferred 1o topical
corticoids should be carefully monitored for acute adrenal insufficie in response 1o siress. In
those patients who have ma or other clinical conditions requiring -lerm systemic
corticosteroid treatment, 100 rapid a decrease in systemic corlicosteroids may cause a severe
exacerbation of their symploms.

The use of Nasacor Nasal Inhaler with alternate-day systemic prednisone could increase the
likelihood of hypothalamic-piuitary-adrenal iHPALsunpfession compared to a therapeutic dose
of either one alone. Therefore, Nasacorl Nasal Inhaler should be used with caution in patients
already receiving alternate-day prednisone treatment for any disease.

PRECAUTIONS

General: In clinical studies with tiamcinolone acetonide administered intranasally, the
development of localized infiections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may require treatment with appropriate local
therapy and discontinuance of treatment with Nasacort Nasal Inhaler

Triamcinolone acelonide administered intranasally has been shown to be absorbed into the
systemic circulation in humans. Patients with active rhinitis showed a similar fo that
found in normal volunteers. Nasacort at 440 meg/day for 42 days did not measurably affect
adrenal response 10 a six hour cosyniropin test. In the same study prednisone 10 rnE-naE
significantly reduced adrenal response to ACTH over the same period (see CLINICAL TRIALS
section]

Nasacort Nasal Inhaler should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory tract or in patients with untreated fungal, bacterial, or
systemic viral infections or ocular herpes simplex

Because of the Inhibitory effect of corticosteroids on wound healing in patients who have
experienced recent nasal septal uicers, nasal surgery or frauma, a corticosteroid should be
used with caution until healing has occurred

When used al excessive doses, systemic coricosterowd effects such as hypercorticism and
adrenal suppression may appear. if such changes occur, Nasacort Nasal Inhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy
Information for Patients: Patients being treated with Nasacort Nasal Inhaler should receive
the following information and instructions.

Patients should use Nasacort Nasal Inhaler at regular intervals since its eflectiveness depends
on its regular use. A decrease in symploms may occur as soon as 12 hours afler starting steroid

ng

therapy and generally can be ex:cted o occur within a few days of initiati in allergic
rhun:;;The i nt s?-ould take the medication as directed and s,;-smu!d not ﬁcm

escribed . The patient should contact the physician if symploms do not improve after
hree weeks, or 1l the condition worsens. Nasal irritation and/or burning or stinging after use of
the spray occur only rarely with this product The patient should contact the physician if they
OCCur.
For the proper use of this unit and 1o aftain maximum improvement, the patient should read and
follow the accompanying patient instructions carefully. Because the amount dispensed per puff
may not be consistent, it is important 1o shake the canister well. Also, the canister should be
discarded after 100 actuations.
Carcinog is, Mutagy is: Animal studies of triamcinolone acetonide to test its
carcinogenic potential are underway,
Impairment of Fertility: Male and female rats which were administered oral triamcinolone
acelonide at doses as high as 15 meg/kg/day {110 "‘gﬁ:”-"d«?% as calculated on a surface
area basis) exhibited no evidence of imp fertility, m human dose, for )
comparison, is 6.3 mcg-kg-‘day g;uo mug;nﬁ-‘dgzj. owever, a few female rats which received
matemally toxic doses of B or 15 meg/kg/day (60 mcg/m?/day or 110 m%m?day respectively,
as calculated on a surface area basis) exhibited dystocia and prolonged delivery.
Deve toxicity, which included increases in fetal resorptions and stillbirths and decreases
in pup weight and survival, also occurred at the 1 muosesiz.ﬁ-ls.t‘)nwgag{gfday
or20-11 m;nﬁr‘day, as calculated on a surface area basis]. Reproductive performance
female rats and effects on fetuses and offspring were comparable between groups that received

glgcebo :l;:l non-toxic or marginally toxic doses (0.5 and 1.0 meg/kg/day or 3.8 meg/m?/day and
0 meg/mé

‘day).
Pregnancy: Pregnancy C. Like other corticoids, triamcinolone acetonide has been shown
mbewabggmr?:glnmamé!sT ic effects, which occurred in both species at 0.02,
0.04 and 0.08 mg/ mwmw 135, 270 and 540 mecg/m?/day in the ral and 320, 640
and 1280 meg/m?/day in the rabbit, as calculated on a surface area basis), included a low
incidence of ¢ late and/or internal hydrocephaly and axial skeletal defects. Teratogenic
effects, including CNS and cranial malformations, have also been observed in non-human
primates at 0.5 mg/kg/day (approximately 6.7 mg/m?/day). The doses of 0.02, 0.04, 0.08, and 0.5
mg/kg/day used in these tox les are approximalely 12.8, 255, 51, and 3187 times the
minimum recommended dose of 110 meg of Nasacort per day and 3.2, 6.4, 127, and 80 times the
maximum recommended dose of 440 of Nasacort per day based on a patient weight of
70 kg. Administration of aerosol by inhalation to pregnant rats and rabbits produced embryotoxic
and fetoloxic effects which were comparable to those produced by administration by other routes.
There are no adequate and well-controlled studies in mnﬁ?m women. Triamcinolone acetonide
should be used during pregnancy only if the potential justifies the potential risk to the fetus.
Experience with oral corticoids since their introduction in pharmacologic as opposed to phy. ic
doses suggests that rodents are more prone 1o teratogenic effects from corticoids than humans, In
addition, because there is a natural increase Jngmw production duﬁmnaﬂcv. most
women will require a lower exogenous steroid and many will not need ¢ treatment
during pregnancy.
Nonteratogenic Effects: Hypoadrenalism may occur in infants born of mothers receiving
corticosteroids during pregnancy, Such infants should be carefully observed.
Nursing Mothers: |t is not known whether friamcinolone acetonide s excreted in human milk.
Because other corticosteroids are excreted in human milk, caution should be exercised when
Nasacort Nasal Inhaler is administered to nursing women.
Pediatric Use: Safety and effectiveness have not been established in children below the age of
12. Oral corticoids have been shown lo cause growth suppression in children and teenagers,
particularly with higher doses over extended periods. if a child or teenager on any corticoid
anea:s 1o have growth suppression, the possibility that they are particularly sensitive 1o this effect
of steroids should be considerad.
ADVERSE REACTIONS: In controlled and uncontrolled studies, 1257 patients received treatment
with infranasal riamcinolone acelonide. Adverse reactions are based on the 567 patients who
received a product similar 1o the marketed Nasacort canister. These patients were treated for an
average of 48 days [range 1 10 117 days). The 1gépanenls enrolied in uncontrolled studies
received treatment from 1 to 820 days (average days).
The most prevalent adverse experience was headache, being reported by approximately 18% of
the patients who received Nasacort Nasal imitation was reported by 2.8% of the patients receiving
Nasacort. Other nasophaq‘ﬂgdal side effects were reported by fewer than 5% of the patients who
received Nasacort and included: dry mucous membranes, naso-sinus congestion, throat :
discomfort, sneezing, and epistaxis. The complaints do not usually interfere with treatment and in
the controlied and uncontrolled studies approximately 1% of patients have discontinued because
of these nasal adverse effects
In the event of accidental overdose, an increased potential for these adverse experiences may be
expected, but systemic adverse experiences are uniikely (see OVERDOSAGE section)
OVERDOSAGE: Acute overdosage with this dosage form is unlikely. The acute topical application
of the entire 15 mg of the canister would most likely cause nasal imitation and headache. It would
be uniikely lo see acute systemic adverse effects il the nasal application of the 15 mg of
triamcinolone acetonide was administered all at once.
Caution: Federal (U.S.A) law prohibits dispensing without prescription
Please see product circular for full prescribing information.

1. Findlay S, Huber F Garcia | et al: Efficacy of once-a-day intranasal administration of friame.
patients with seasonal allergic rhinitis. Ann Allergy 1992, Accepted for publication. 2. Data on f
Rorer Pharmaceuticals Inc.
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OBJECTIVES

American Medical Association

{partial list] Physicians dedicated to the health of America

MATERNAL AND
INFANT HEALTH Dear Colleague:

¢ Increase the proportion of
pregnant women receiving

. S ince the American Medical Association was founded in 1847, we have
appropriate prenatal '

been committed to promoting the health and welfare of all our citizens.
HEALTHY YOUTH 2000 is an educational program that embodies this

commitment by focusing on a segment of our population that is at

screening and care.

¢ Increase absfinence from
tobacco, alcohol, cocaine, and
marijuana during pregnancy. special risk: the youth of America.

IMMUNIZATION
HEALTHY YOUTH 2000 is part of the AMA’s effort in support of HEALTHY

+ Reduce indigenous cases PEOPLE 2000, a broad-based plan designed by the U.S. Public Health |

of vaccine-preventable dis-

Service to increase the span of healthy life for all Americans. The AMAs
eases through adherence to
immunizciion stkediilis involvement in this program s further proof that our concern for our

""""”’“""“‘SU Pp— patients’ welfare does not end when they leave our offices.

IMMUNIZATION SCHEDULE

[P — A0 Y
0-2 days HBV*

1-2 mo HBV*
James S. Todd, M.D.

2 mo DTP, OPV, o ;
HibTITER or Executive Vice President

PedvaxHIB’ |

DTP, OPV, |
HibTITER or
PedvaxHIB"

DTP, HibTITER, HBV**
PedvaxHIB
M-M-R;, HibTITER®
DTP/DTaP, OPV

DTP/DTaP, OPV,
M-M-R,!

M-M-R,!, HBV***
Td, HBV***

nonths if i

***Nof needed i
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HEALTHY YOUTH 2000.
THE CHALIENGE.

Childhood and adolescence are
critical times for healthy human
development. Not only are
children dependent on other
individuals for their food, cloth-
ing, and protection, but they are
influenced by the behavioral
patterns that they witness. The
vulnerability of children places
them at special risk for many
preventable problems.

Adolescence is a time of rapid
physical and emotional change,
a period of learning and experi-
mentation. Attitudes and
behaviors that are developed in
adolescence, related to diet,
exercise, sexual practices,
safety habits, tobacco, and
alcohol use, may have health
consequences that continue
through adulthood.

1S physicians, our potential
opportunities for
positive interventions
with our patients begin with
contacts prior to conception
and continue throughout
pregnancy, childhood, and
adolescence.

Studies have clearly document-
ed the value of the medical
care we provide. Prenatal care
and immunization programs
are proven, cost-effective
activities. No less valuable are
the advice and encouragement
we give to parents and care-
givers and, ultimately, to youth
themselves. The need for
health counseling is especially
important for adolescents as
they confront rapid physical,
emotional, and behavioral
changes. These are necessary
tools to ensure that the youth
of America achieve a maximum
level of health and function.

oBJEcTvES

NUTRITION

¢ Reduce the prevalence of
overweight among children

and adolescents.

¢ Insure adequate calcium
intake among children and

adolescents.

¢ Increase the proportion of
young people who use food
labels to make nutritious food

selections.

UNINTENTIONAL
INJURIES

1 Reduce deaths among youth
aged 15 through 24 caused

by motor vehicle crashes.

¢ Reduce drowning deaths
among children and young

adults.

¢ Increase the use of helmets
among motorcyclists and

bicyclists.

» Increase the use of

automobile safety seats

and seatbelts for children.



OBJECTIVES

PHYSICAL
ACTIVITY
AND FITNESS

Increase the proportion of
children and young adults who
engage in vigorous physical
activity that promotes the
development and maintenance
of cardiorespiratory fitness 3
or more days per week for 20

or more minutes per occasion.

1 Reduce the proportion of
people aged 6 and older who
engage in no leisure-time

physical activity.

ORAL HEALTH

i Reduce dental cavities so
that the proportion of children
with one or more cavities is no
more than 60% among

adolescents aged 15.

ENVIRONMENTAL
HEALTH

+ Reduce asthma morbidity
among children aged 14
and younger, as measured
by a reduction in asthma

hospitalizations.

advertisement

HEALTHY YOUTH 2000.

HEALTHY YOUTH 2000 is an
educational program designed
to promote better health for
the youth of America. The
program will provide educa-
tional materials for health
professionals, patients, and
the general public.

PHYSICIAN INVOLVEMENT

P (=

Active physician involvement
is the key to success for
HEALTHY YOUTH 2000.
Participating physicians will
receive educational materials
for use by parents, other
caregivers, and youth them-
selves. All physicians will
have access to the campaign’s
CME programs and to regular
updates through AMA publica-
tions, mailings, and American
Medical Television.

PATIENT EDUCATION
IN Your OFFICE

PR e o e LS N
The physician's office provides
an ideal environment for dis-
tributing educational materials
to parents, other caregivers,
and youth. Participating
physicians will receive free
educational brochures and
posters about immunization,
nutrition, physical fitness,
safety and other health issues
affecting youth. Their patients
will enjoy special access to
AMA-approved books and
videos designed to enhance
the health of our youth.
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ACTION PLAN.

PUBLIC EbucarioN
ST e
HEALTHY YOUTH 2000 will use
national and local television to
inform the public about youth
health subjects. The campaign
will provide medical editors
and writers with the facts they
need to report accurately and
responsibly on these subjects.

Your patients will receive
useful, health-promoting
information from the campaign
in their newspapers, national
magazines, and the AMA's own
publication Living Well. These
messages will promote healthy
lifestyles for our youth, and
remind parents of the need for
and availability of preventive
medical care. The AMA will
also work with the publishers of
classroom materials to deliver
health-promoting information
directly to America’s youth.

NATIONAL SPONSORS
S WL IR MR
National sponsors will support
the educational goals of
HEALTHY YOUTH 2000
through messages on their
products, in their advertising,
and by the distribution of
millions of informational
brochures. Sponsor support
will also enable consumers to
obtain AMA-approved books
and videos at substantial dis-
counts. The scientific content
of all sponsored messages and
materials will be completely
controlled by the AMA.
Campaign sponsors include:

€9 MERCK

Vaccine Division

PEDIATRICS

Cheerios.
Igzotgt‘?ke@iug

MAGAZINE

HEINEe

OBJECTIVES

TOBACCO

1 Reduce the initiation of
cigarette smoking by children
and youth.

Reduce smokeless tobacco

use by males.

ALCOHOL AND
OTHER DRUGS

Reduce deaths among
people aged 15 through 24
caused by alcohol-related

motor vehicle crashes.

+ Reduce the proportion of
young people who use
alcohol, marijuana, and

cocaine.

1 Reduce the proportion

of high school seniors and
college students engaging in
heavy drinking of alcoholic

beverages.

MENTAL HEALTH
AND MENTAL
DISORDERS

i Reduce suvicides among youth

aged 15 through 19.

+ Increase access to mental
health services for children

and adolescents.




OBJECTIVES

SEXUALLY
TRANSMITTED
DISEASES

+ Encourage the abstinence of
sexual activity among unmar-

ried young people.

¢ Increase the awareness of
condom use among sexually
active, unmarried young

people.

ROLE OF HEALTH
CARE PROVIDERS

¢ Increase the proportion of
primary care providers who
routinely assess and counsel
their patients regarding the
frequency, duration, type, and
intensity of each patient’s

physical activity practices.

o Increase the proportion of
primary care and oral health
care providers who routinely
advise cessation and provide
assistance and follow-up for
all of their tobacco-using

patients.

¢ Increase the proportion of
primary care and mental
health care providers who
provide age-appropriate
counseling on the prevention
of HIV and other sexually

transmitted diseases.

advertisement

OPPORTUNITIES
fOR INVOLVEMENT.

The success of the AMAs HEALTHY YOUTH 2000 program depends on
the active involvement of people from many sectors of life, including
physicians, nurses, dentists, pharmacists, health educators, hospitals
and a wide variety of professional organizations. Opportunities for
involvement range from simple distribution of patient education
materials to active participation in educational activities at community,
regional and national levels.

o enroll, simply complete and return the following enrollment form.

il st
Please send me an official kit for my practice. I understand the
kit includes patient education materials.

Name

Address

City State Zip

Telephone Number

Please send additional kits (one for each doctor in our practice).

3 Check here if you want your kit(s) to be bilingual (Spanish and English).
3 Check here to receive membership information from the American Medical
Association and/or the American Academy of Pediatrics.

Mail To:

HEALTHY YOUTH 2000
3575 Cahuenga Blvd. West, Suite 400
Los Angeles, CA 90068

L o o i e e s e i S S B i - s i . e e

r——-—————————————-————-———-———-————-———-
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HEALTHY YOUTH 2000 is the fourth in a series of national
health promotion campaigns conducted by the American
Medical Association since 1988. The campaigns are
designed to help all Americans live healthier lives.

» 60,000 physicians enlisted in the Campaign.
+ Millions of brochures were distributed in physician offices.

EDUCATION PROGRAM ¢ 70,000 physicians participated in CME activities.
RS O » Millions of Americans were screened for high blood
cholesterol.
The AMAs 5-week Cholesterol Reduction course was licensed to more than

190 hospitals.
+ Two prime-time specials and 54 short segments were syndicated to 118 TV stations.
v 27 million readers used two special editorial inserts printed in Good Housekeeping.
+ National Sponsors delivered over 500 million messages to American households.
¢ Campaign messages were displayed in supermarkets across the country.

¢ 25,000 physicians enlisted in the Campaign.
¢ Millions of brochures were distributed in
physician offices.
¢ 75,000 physicians participated in CME activities.
¢ Two b-part reports on national television were tied in with editorial inserts in
Good Housekeeping.
¢ A national Health Reporters Conference produced extensive coverage in the media.
¢ “Walks for Women's Health” were held in 21 cities.
¢ National Sponsors delivered some 400 million messages to American households.

WOMEN'S

') HEALTH
S AMPAIGN

\ ¢ 20,000 physicians enlisted (activity ongoing).

i | ¢ Millions of brochures are currently being distributed in
physician offices.

¢ Advertorial inserts in six issues of American Medical
News and JAMA to more than 350,000 physicians.

¢ An 8-part report on ABC’s HOME Show tied in with 10 million educational inserts
in Good Housekeeping and Parade.

¢ A National Media Seminar resulted in extensive media coverage.

¢ The AMA’s smoking cessation program was released in video format.

~~_To enroll in HEALTHY YOUTH 2000 — Return form at left




Fast, effective relief

for pain/inflammation.

Sprains/Strains

Acute tendinitis/Bursitis
Low back pain
Musculoskeletal pain
Soft-tissue trauma




Fast—pain relief may occur as fast as 20 minutes. As with other NSAIDs, the most frequent complaints
Effective—works at the Dain site to prOVide relief for dare gastr@imestinal, See Warﬂings_. PFECEU“DHS, and
action helps patients return to normal activity. dose is 550 mg, followed by 275 mg every 6 to 8

Well tolerated-no narcotic-related side effects; hours, as required. Total daily dose should not
no addiction potential. exceed 1375 mg.

Fast Relief. Fast Recovery.

Anaprax-Ds Anaroxe
(NAPROXEN SODIUM)

| &) SYNTEX

For brief summary of prescribing information,
please see next page

© 1992 Syntex Puerto Rico, Inc.  811-J2-505-92




Brief Summary:
Contraindications: Patients who have had allergic reactions to NAPROSYN®

ANAPROX™ or ANAPROX® DS of 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 & history of such reactions, question patients for
asthma, nasal palyps, urticaria, and hypotension associated with NSAIDs before
starting therapy. If such symptoms occur, discontinue the drug

Warnings: Serious Gl toxicity such as blaeding, ulceration, and perforation, can

occur at any time, with or withaut warning symptoms, in patients treated chromi-

cally with NSAIDs. Remain alert for ulceration and bleeding even in the absence

of previous Gl tract symptoms. In clinical trials, symptomatic upper Gl ulcers,

gross bleeding or perforation occur in about 1% of patients treated for 3-6
months, and in about 2-4% of patients treated for one year, Inform patients of
signs and/or symptoms of serious GI toxicity and what steps to take if they occur,
24 have not identified any subset of patients not at risk of developing peptic
ul |ceratran and bleeding. Except for a prior istory of serious Gl events and other

risk factors associated with peptic ulcer disease, such as alcoholism, smoking,
etc., no risk factors (e.g., age, sex) have been associated with increased risk,

Elderly or debilitated patients seem to tolerate ulceration or bleeding less well

and most spontaneous reports of fatal GI events are in this population. In consid-

ering the use of relatively large doses (within the recommended dosage range),
sufficient benefit should be anticipated to offset the potential increased risk of
(Gl towicity.

Precautions: D0 NOT GIVE NAPROSYN® (NAPRONEN) 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 has been reported. Patients with impaired
renal function, heart failure, liver dysfunction, patients taking diuretics, and the
eidarly are at great
tinue the drug. Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function. Use caution in
hients with baseline creatinine clearance less than 20 mi/minute. Use the low:
fective dose in the elderly or in patients with chronic alcoholic liver disease
thosis. Barderline elevations of liver tests may occur in up to 15% of
nts. 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 liver disease develops or if systemic manifestations accur
{2.g.. eosinophilia or rash, discontinue therapy. If steroid dosage is reduced or
eliminated during therapy, do so slowly and observe patients closely for adverse

effects, including adrenal insufficiency and exacerbation of arthritis symptoms.

Determing hemaglobin values periodically for patients with initial values of 10
grams or 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 fluid retention, hypertension or heart failure. The drug may reduce fever and
inflammation, diminishing their diagnostic value. Conduct ophthalmic studses if
any change or disturbance in vision occurs. Information for Patients: Side
effects can cause dscomfort and, rarely, more serious side effects, such as Gl
bleeding, may resull in hospitalization and even fatal outcomes. Physicians may
wish to discuss with patients patential risks and benefits of NSAIDs, particularly
when they are used for lass serious ponditions where treatment without NSAIDs
may be acceptable. Patients should @32 caution for activities requiring alertness

if they experience drowsiness, dizziness, vertigo or depression during therapy.

Laboratory Tests: Because serious Gl tract ulceration and bleading can occur
without warning symptoms, follow chronically treated patients and inform them
of the importance of the follow-up. Drug Interactions: Uss caution when giving
concomitantly with coumarin-type anticoagulants; a hydantain, sulfonamide or

sutfonylurea; furosemide; fithium; beta-blockers; probenecid; or methotrexate,

Drug/Laboratory Test Interactions: May decrease platelet aggregation and

prolong bleeding time or increase urinary values for 17-ketogenic steroids. Tempo-

rarily stop therapy for T2 hours before adrenal tunction tests. May interfere with
urinary assays of SHIAA. Carcinogenesis: A 2.year rat study showed no evi
dence of carcinogenicity. Pregnancy: Category B. Do not use during pregnancy
unlessclearly needed. Avoid use during late pregnancy, Mursing Mothers: Avoid
use. Pediatric Use: Single doses of 25- 5 mg/kg (as naproxen suspension), with
'nr!al daily dose not exceeding 15 mg/Mg/day, are safe in children over 2 years
of age

Adverse Reactions: In a study, Gl reactions were more frequent and severe in
rhewmatoid 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 mare frequent, Gl and CNS reactions about the same, and other reac-

tiones less frequent than in adults. Incidence Greater Than 1%, Probable Causal
Relatianship; G- The most frequant complaints refated to the Gl tract: constipa-
tion® heartbum’® abdominal pain® nausea’ dyspepsia, diarrhea, SlurM!![iS CNS.
headache® dizziness’ d * light-headedness, vertigo. [
itching (pruritusl® skin emptlﬂns ecchymoses? swea[mg purpura. SDeclal
Senses: tinnitus® hearing disturbances, visual disturbances. Cardiovascular.
edema’” dyspnea” palpitations, General: thirst. *Incidence of reported reaction
% -0%. Where unmarked, incidence Jess than 3%. Incidence Less Than 1%:
Probable Causal Relationship: GI: abnormal tunction 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 pephritis, nephrotic syndrome, renal disease, renal fail-
ure, renal papiliary necrosis. Hematologic: agranulocytosis, eosinophilia, granulo-
cytopenia, leukopenia, thrombocylopenia. CNS: depression, dream
ahr:mn:al:tses, inability to concentrate, insomnia, malaise, myalgia and muscle
weakness. Dermatologic: alopecia, , skin rashes. Spe-
cial Senses: hearing impai .G ular: congestive heart failure. Respi:
ratary: eosinophilic pnh.nnr-l!" General: anaphylactoid reactions, menstrual
disorders, pyrexia (chills and fever) Causal Refationship Unknown: Hematologic:
aplastic anemia, hemalytic anemia. CNS: aseptic meningitis, cognitive dysfunc:
tion. Dermatologic: epidermal necrolysis, erythema multiforme, photosensitivity
reactions resembling porphyria cutanea tarda and epidermolysis bullosa,
Stevens-Johnson syndrome, urti Gl: pon-peptic G ulceration, uicerative
stomatitis. Cardiovascular: vasculitis. General: angioneurctic edema, hyper-
glycemia, hypoglycemia
ge: May have d heartburn, ion, nausea, vomiting. A
few patients have had seizures. Empty stomach and usa usual supportive meas-
ures. In animals 0.5g/kg of activated charcoal reduced plasma levels of naproxen.
Dosage and Administration for Mild to Moderate Pain, Dysmenarrhea and
Acute Tendinitis and Bursitis: Recommended starting dose is 550 mg, fol-
lmwed by 275 mg every 6 to 8 hours. Total daily dose should not exceed 1375 mg.
Dusage and Administration for Rheumatoid Arthritis, Osteoarthritis ans
losing Spandylitis: Rec dose in adults is 275 mg or 550 mg
twice daily, In patients wha tolerate lower doses well, the dose may be increased
to 1650 mg per day for limited periods when & higher level of anti-inflammatory/
analgesic activity is required. At this dosage, physicians 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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ar risk of overt renal decompensation. If this occurs, discon-
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Because coexisting conditions often complicate hypertension...

DynaCurc puts their safety first.

(Isradipine)

Facilitates renal function.

® No clinically significant change in serum creatinine'?
or creatinine clearance'?

® No clinically significant effect on glomerular filtration
rate®

B Maintains or decreases filtration fraction®2é

Maintains cardiac performance.
® No significant effect on heart rate*

® No adverse effect on cardiac conduction' = or
contractilityt31131

® No alteration of digoxin clearance®

Does not compromise metabolic
parameters.

® No clinically significant effect on serum glucose
metabolism'

& No effect on glucose tolerance, insulin secretion
or insulin action in NIDDM patients'

® No clinically significant effect on lipid metabolism*

© 1992 Sandoz Pharmaceuticals Corporation



® No known contraindications except for hypersensitivity
to DynaCirc

m No significant interactions with the 20 most-commonly
prescribed drugs!

m Effectively reduces diastolic and systolic blood pressure
without orthostatic hypotensions’ 2

® Side effects are usually minimal and transient 172023

—Low incidence of edema:
3.5% at 2.5 mgb.i.d. and 8.7% at 5 mg b.i.d.

—Rare incidence of constipation or cough (<1%)

—Headache (12.6%) and dizziness (8.0%)
are the most frequently reported side
effects at 2.5 mg twice a day

® Among the least expensive
calcium channel blockers

* Mild, clinically insignificant increases in heart rate may
occur occasionally.

t Inlimited studies, no adverse effect was seen on cardiac index
and other indirect measurements of contractiity in patients with
normal function or moderate lelt ventricular dysfunction. However,
caution should be exercised when using the drug in patients with CHF,
particularly in combination with a beta blocker. Isradipine has a e
inotropic effect at high doses in vitro, and possibly in some patients.
clinical consequences of these effects have not been evaluated
1 Prescribed to patients aged 55 and above. Data from PDDA Top 100 Drug
Uses for Dec. 1990-Nav. 1991, excluding calcium channel blockers

§Initial therapy with higher than recommended doses may cause ortho-
static hypotension in patients with severe CHF

1At recommended doses of 25 o 5 mg bid.

28(isradiping)sz.
Please see following page for brief summary of full Prescribing Information. FOI' safety% sakem



BRIEF SUMMARY
Please see package insert for full prescribing information.

DYNACIRC® (isradipine) CAPSULES

INDICATION
DynaCirc® (isradiping) 1s indicated in the management of hypertension. It may be used
alone or concurrently with thiazide-type diuretics.

CONTRAINDICATIONS
DynaCirc® s contraindicated in individuals who have shown hypersensitivity to any of the
ingredients in the formulation

WARNINGS
None

PRECAUTIONS
General: Blood Pressure: Because DynaCirc® decreases peripheral resistance, ke other
calcium blockers DynaCirc® may occasionally produce symptomalic hypotension. However,
symptoms like syncope and severe dizziness have rarely been reported in hypertensive
patients administered DynaCirc®, particularly at the initial recommended doses. Use in
Patients with Congestive Heart Faflure: Although acute hemodynamic studies in patients with
congestive heart failure have shown that DynaCirc® reduced afterload withoul impairing my-
ocardial contrachlity, it has a negative inotropic effect al high doses in vitro, and possibly in
some patients. Caution should be exercised when using the drug in congestive heart failure
patients, particularly in combination with a beta-blocker Drug Interactions: Nitroglycerin:
DynaCirc® has been safely coadministered with nitroglycenin. Hydrochiorothiazide: A study
in normal healthy volunieers has shown that con-
comitant administration of DynaCirc® and
hydrochlorothiazide does not result in
altered pharmacokinetics of either
drug. In a study in hypertensive
patients, addition of isradipine to
existing hydrochlorothiazide
therapy did not result in
any unexpecled ad-
verse effects, and
tsradiipine had
an additional
antihyper-

lensive
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For Safety’s Sake"

effect.

Fropranolol: In a single dose study in normal volunteers coadministration of propranolol
had a small effect on the rate but no effect on the extent of isradipine bicavailability Coad-
ministration of DynaCirc® resulted in significant increases in AUC (27%) and Cg, (58%)
and decreases in Ly, (23%) of propranolol. Digoxin: The concomitant administration of
DynaCirc® and digoxin in a single-dose pharmacokinetic study did not affect renal, non-
renal and total body clearance of digoxin Fentanyl Anesthesia: Severe hypotension has
been reported during fentanyl anesthesia with concomitant use of a beta blocker and a cal-
cium channel blocker. Even though such interactions have not been seen in clinical studies
with DynaCirc®, an increased volume of circulating fluids might be required if such an
interaction were to occur. Carci esis, M is, Impairment of Fertility: Treatment
of male rats for 2 years with 2.5, 12.5, or 62.5 mg/kg/day isradipine admixed with the diet
resulted in dose dependent increases in the incidence of benign Leydig cell tumors and
testicular hyperplasia relative 1o unireated control animals. A comparable endocrine effect
was not evdent in male patients receiving therapeutic doses of the drug on a chronic basis.
Treatment of mice for two years with 2.5, 15, or B0 mg/kg/day isradipine in the diet showed
no evidence of oncogenicity. There was no evidence of mutagenic polential based on the
results of a battery of mutagenicity tests. No effect on fertility was observed in male and
female rats. Pregnancy: Pregnanc; naé Category C: There are no adequate and well controlled
studies in pregnant women, DynaCirc® should be used during pregnancy only if the poten-
tial benefit justifies the potential risk to the fetus. Nursing Mothers: It is nol known whether
DynaCirc® is excreted in human milk. A decision should be made as to whether to discon-

tinue nursing or discontinue the drug, taking into account the importance of the drug to the
mather Pediatric Use: Safety and effectiveness have not been established in children.
ADVERSE REACTIONS

The adverse reaction rates given below are principally based on controlled hyperiension
studies, but rarer serious events are derived from all exposures to DynaCirc®, including
foreign marketing experience. Most adverse reactions were mild and related to the vaso-
dilatory effects of DynaCirc® (dizziness, edema, palpitations, flushing, tachycardia), and
many were transient. About 5% of isradipine patients left sludies prematurely because of
adverse reactions (vs. 3% of placebo patients and 6% of active control patients), principally
due o headache, edema, dizziness, palpitations, and gastrointestinal disturbances. The
following adverse reactions have been reported by 1% or grealer of pati receiving
DynaCirc® at any dose (N=934); headache (13.7%), dizziness (7.3%), edema (7.2%), palpi-
tations (4.0%), fatigue (3.9%], flushing (2 6%), chest pain (2.4%), nausea (1.8%)|, dyspnea
(1.8%), abdominal discomfort (1.7%), tachycardia (1.5%), rash (1.5%), pollakiuria (1.5%),
weakness (1.2%), vomniling (1.1%), diarrhea (1.1%). The following adverse events were re-
ported in 0.5-1% of the isradipine-treated patients in hypertension studies, or are rare, but
more serious events from this and other data sources, including postmarketing exposure,
are shown in lalics. The relationship of these adverse events to isradipine administration is

uncertain. Skin: pruritus, urticaria. Musculoskeletal: cramps of legs/ieet. Respiratory:
cough Cardiovascular: shortness of breath, hypotension, atrial fibrillation, ventricular
fibrillation, myocardial infarction, hearf failure. Gastrointestinal: abdominal discomfort,
constipation, diarrhea Urogenital: nocturia. N System: drowsi insom-
nia, lethargy, nervousness, impotence, decreased libido, depression, syncope,
paresthesia (which includes numbness and tingling). fransient ischemic
attack, stroke. Autonomic: hyperhidrosis, visual disturbance, dry mouth,
numbness. Miscellaneous: throat discomfort, leukopenia, elevated liver
function tests.
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Encouragement

This message could be one of encourage-
ment to you and, perhaps, certain of your
patients.

Paget's disease of bone — not the rare
disease it was once thought to be — is
treatable in most cases. The earlier it is
detected the more responsive to treatment
itis likely to be. And detection can usually
be accomplished with a few simple, non-
invasive procedures.

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

You may be able to offer someone a new
lease on life. Or at least, encouragement.

The .
Paget's Disease
Foundation, inc.

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

@

(NAPROXEN) 500 mg tablets

Briel Summary:
Contraindications: Patieats who have had allergic reactions 1o
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin of
other NSAIDs induce the syndrome of asthma, rhiitis, and nasal
polyps. Because anaphylactic reactions usually occur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious G) toxicity such as bleeding, uiceration,
and perforation can occur at any time, with or without warning
S{emptums‘ in patients treated chromically with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous GI tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated tor 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or symgioms of serious Gl toxicity and what
steps to take If they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulceration and bleeding.
Except for a prior history of serious Gl events and other risl
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking. etc.. no nsk factors :e.g., age. sex) have
been associated with increased risk. Elderly or debilitated patients
seem to folerate uiceration or bleeding less weil than others and
most spontaneous reports of fatal Gl events are in this popuiation.
In considering the use of relatively large doses {within the recom-
mended dosage range), sufficient benefit shouid be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
NAPROXEN SCDIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
THE NAPROXEN ANION. Acute interstitial nephritis with hema-
tuna. proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart faiture, liver dysfunc-
tion, patients taking diuvretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance n patients with significantly impawed renal funchon
Use caution n patients with baseline creatimine clearance less
than 20 mL/minute. Use the lowest effective dose in the eiderly or
in_patients with chronic alcoholic liver disease or cirrhosis With
NSAIDs, borderline elevations of liver tests may occus in up to
15% of patients. They ma*| progress, remain unchanged. or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlied chrical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis.
have been reported rarely. If liver disease develops or if systemic
manifestations occur (e.g.. eosinophilia or rash), discontinue ther-
apy. If steroid dosage s reduced or eliminated during therapy. do
so slowly and observe patients closely for adverse effects, includ-
ing adrenal insutficiency and exacerbation of arthritis symptoms
Determine hemoglobin values periedically for patients with initial
values of 10 grams or less who receive long-term therapy Periph-
eral edema has been reported. Therefore. use with caution in
patients with fluid retention. hypertension or heart failure. The
drug’s antipyretic and anti-inflammatory activities may reduce
fever and iilammation, dimimishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Palients: Side etfects of NSAIDs can cause discomfort and. rarely,
there are more serious Side effects, such as Gl bleeding, which
may result in hospitatization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are vsed for
less serious conditions where treatment without NSAIDS may be
an acceptable alternative. Patients shouid use cavtion for activi-
nies requinng alertness if they experience drowsiness, dizziness,
vertige or depression during therapy. Laboratory Tests: Because
serious Gl tract viceration and bleeding can occur without warn-
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the smportance of this
follow-up. Drug Interactions: Use caution when giving concomi-
tantly with coumarin-type anticoagulants; a hydantomn, sulfon-
amide or sulfonylurea; furosemide, lithium, beta-blockess;
robenecid; or methotrexate. Drug/taboratory Test Interactions:
he drug may decrease platelet aggre7gallon and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo-
rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of SHIAA Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing
Maothers: Avoid use in nursing mothers. Pedialric Use: Single
doses of 2.5-6 mg/kg. with total daily dose nol exceeding 15
mg/kg/day. are sate in chiidren over 2 years of age. Adverse
Reactions: in a study, Gt reactions were more frequent and severe
in cheumatoid arthritis patients on 1.500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthntis, rash and
prolonged bleeding times were more frequent, G) and CNS reac-
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1% Probable Causal Relationship.
Gl: The most frequent complamts related to the Gl tract: constipa-
tion” heartburn” abdominal pain’ nausea’ dyspepsia, diarrhea,
stomatitis. CNS: headache® dizziness; drowsiness. light-headed-
ness, vertigo. Dermatologic: itching (pruritus)’ skin eruptions!
ecchymoses. sweating, purpura. Special Senses: finnitus” hear-
ing disturbances. visual disturbances. Cardiovascular: edema:
dyspnea. palpitations. General: thirst. Incidence Less Than 1%:
Probable Causal Relationship: GI. abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesss, jaundice,
melena, peptic ulceration with bleeding and/or perforation, vomit-
ing. Renal: glomerular nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease. renal failure.
renal papillary necrosis. Hematologic: agranulocytosis, eosing-
philia, granulocytopenia, leukopenia, thrambocytopenia. CNS
depression, dream abnormaiities, inability to concentrate. insom-
nia, malaise, myalgia and muscle weakness. Dermatoiogic: aiope-
cia, photosensitive dermatitis, skin rashes. Special Senses.
hearing impairment. Cardiavascular: congestive heart failure.
Respiratory philic pr General phy
reactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hematologic: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermate-
fogic: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea iarda and
epidermolysis builosa, Stevens-Johnson syndrome, urticaria. GI:
nan-peptic Gl ulceration, ulcerative stomatitis. Cardiovascular:
litis. General: angi tic edema, hyperglycemia, hypo-
glycemia. Overdosage: May have drowsiness, heartburn, ingiges-
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:
Federal law p ispensing without iption. See pack-
age insert tor full Prescribing Information.

*Incidence of reported reaction 3%-9%. . SYNTEX
Where unmarked, incidence less than 3%. E

US. patent nos. 3904682. 3.998.966 and others.

©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990




IN MANY CHRONIC ARTHRITIS PATIENTS

o

Expect Success

from the*1 s

Prescribed NSAID" .y}

Colar-ephanced barium contrast study of stomach

Color-enhanced 3-D MRI of OA knee with medial compartment narrowing a

nd anterior

_ .\_\GSIEUphVIES in red. Supplied by David W. Stoller, MD, of California Advanced Imaging




