The JNC now

recommends

Today’s hypertensives

with new concerns... -
selective

alpha;-blockers

as a first choice'

vh ,"‘* b

/'

< (
GENERATION

0 hoose CARDURA: first-line therapy

for a new generation of hypertensives.

THE

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® mesylate) Tablets Cardiac Toxicity in Animals: DOXAZOSIN ~ PLACEBD
[Brief Summary of Prescribing Information An increased incidence of myocardial necrosis or fibrosis was displayed by (N=339) (N=335)
INDICATIONS AND USAGE Sprague-Dawley rats after 6 months of dietary administration at cancentrations AUTONOMIC: Wiouth Dry 2% P
CARDURA (doxazosin mesylate) is indicated for the treatment of d to provide 80 mg day and after 12 months of dietary Y Flushi 15 0%
CARDURA may be used alane of in vith diuretics of beta-ad at to provide 40 mg ng
blocking agents. There is limited with CARDURA in (150 times the human d g 2 patient weight of ~ SPECIAL SENSES Vision Abnormal 2% 1%
anglotensin converting enzyme inhibitors or calcium channel blockers. mw;,mmmmmmmmmmmthhhm Conjunctivitis/Eye Pain 1% 1%
nmmwmw mananer with 40 mg for 18 months. No cardi was Tinnitus 1% 0.3%
s contraind in patients with a known sensitivity to quinazolines observed at lower doses (up to 10 or 20 dy) in
(8.0 prazosin, terazosin). mmmmmmmmlzmﬂmen FEICIATIE: ﬁmnm ;: ;;t
WARNINGS dogs and Wistar rats at maximum doses of 20 and 100 der i e :
Syncope and “First-dose” Effect: mmtmmnnummmmm 1o 1:
Doxazosin, like other alpha-adrenergic blocking agents, can cause marked Fertility: Sexual D 2% 1%
‘hypotension, especially in the upright position, with syncope and other mmmnmmwmmwmmm .
postural symploms such as dizziness. Marked orthostatic effects are most maximally tolerated concentrations dose 40 mg/kg: about 150 times the GASTROINTESTINAL:  Nausea % 4%
‘comman with the first dose but can also occur when there is a dosage maximum recommended human dose of 16 mg/B0 k) revealed no evidence of Diarrhea 2% %
Increase, or if therapy Is interrupted for more than a few days. To decrease carcinogenicity in rats. There was also no evidence of carcinogenicity in a Constipation 1% 1%
the likelihood of excessive hypotension and syncope, it is essential that simifarly conducted study {up fo 18 months of dietary administration) in mice. Dyspepsia 1% 1%
‘reatment be initiated with the 1 mg dose. The 2, 4, and The mouse study, however, was compromised by the failure to use a maximally Flatulence 1% 1%
8 myg tablets are not for initial therapy. Desage should then be adjusted slowly tolerated dose of doxazosin. Abdominal Pain % 2%
(see DOSAGE AND ADMINISTRATION section) with increases in dose every Mutagenicity studies revealed no drug- or metabolite-related effects at either Vomiting 0% 1%
two weeks. Additional antihypertensive agents should be added with caution. chromosomal or subchromosomal levels. RESPIRATORY: Rhinitis ™ %
Patients being litrated with doxazosin should be cautioned o avoid Studies in rats showed reduced fertility in males treated with doxarosin at oral ? 1% 1%
situations where injury could result should syncope occur. doses of 20 (but not 5 or 10) mig/kig/day, about 75 times the maximun Dyspoea
inan arly nvestgational study of the safety and tolerance of human dose. This effect was reversible within two weeks of drug Epistads % 0%
doses of ginning at 1 mg/day, only 2 of 6 withdrawal. URINARY: Polyuria % 0%
mmmmmmmmmn!mmmmmmmm Pregnancy Urinary Incontingnce 1% 0%
postural hypatension. In another study of 24 healthy normotensive male subjects Teratogenic Effects, Pregnancy Category B. Studies in rabbits and rats at dally Micturation Fraquency 0% 2%
receiving initial doses of 2 mo/day of in, seven (29%) of the subje oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times the GENERAL: 5 : " o
postural by mumsmw Mmummmmmmmmsm.mmamwwﬁm M"WMNWH oy 25
mmmmwmmmmm |nmm2nlma kg), have revealed no evidence of harm to the fetus. The rabbit study, however Asthonk i 1% %
SYNCOpE. by the failure to use a iy d dose of d Face Edema % o
mmwnmnmmmmmmﬁm There ars nio adequate and wedl-contrafled studies in pregnant women. Bacause Pain 24 by

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

I multiple dose clinical triaks invalving over 1500 patients with dose titration
Every ona to two weeks, syncope was reported in 0.7% of patients. None of
these events occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 my/day.

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

PRECAUTIONS

General

1. Orthostatic Hypotension:

While syncope is the most severe orthostatic effect of CARDURA, other sympioms
of lowered blood pressure, such as diziness, lightheadedness, or vertigo, can
occur, especially at initiation of therapy or at the time of dosa increases. Thesa
‘were common in clinical rials, ocourring in up to 23% of all patients treated and

mmmmmmnma

In placeb titration trials ic effects were minimized by
wmﬂmwm mwmwmmmmw 4, orBmg
jper day, There was an Increased frequency of orthostatic effects in patients given
B mg or more, 10%, wmrldtﬂ&%ui 4 mg and 3% in the placebo group,

Patients in could be
smmmmmumm

Hmmmmmmmnwmli
this measure is with fluids or

vasopressor therapy may be used. A translent hypotensive response s not a
contraindication 1o further doses of CARDURA.
2. Impaired liver funclion:

animal reproduction studies ane not always predictive of human response,
CARDURA should be used during pregnancy only if clearly needed,

Effacis. I peri-posinatal studies in rats, postnatal development

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 doazosin, The following adverse reactions ocourred with a
of between 0.5% and 1%: syncope, hypoesthesia, increased sweating,

at matermal doses of 40 or 50 mg/kg/day of was delayed 25
wmmmmmmamwammdmmmﬂhmm

mnm
Studies in kactating rats given a single oral dose of 1 mg/kg of [2-C|-doxazosin
Indicate that doxazosin accumulates in rat breast milk with a

agitation, increased weight. The following additional adverse reactions were
reported by <0.5% of 3960 patients who received doxazosin in controlled or
open, short- of long-term clinical studies, including intemational studies.

concentration about 20 times greater than the maternal plasma n
is not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when CARDURA s
administered o a nursing mother,

Pediatric Use

Satety and effectiveness in children have not been established
ADVERSE REACTIONS

CARDURA has been administered to approximately 4000 patients, of whom 1679
were included in the clinical development program. In that progeam, minor
adverse effects were frequent, but led to discontinuation of treatment in only 7%
of patients. In placabo-controlled studies adverse effects occurred in 43% and
40% of patients in the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons for
discontinuation were postural affects (2%), edema, malaiseftatigue, and some
heart rate disturbance, each about 0.7%.

CARDURA should be with caution to patients wi
impaired hepatic function wwmmmmmmm
metabolism (see CLINICAL PHARMACOLOGY). There is na controlled clinical
memnmmmm

mmmmmmmm CARDURA in controlied
clinical trials showed that the mean WBC (N=474) and mean neutrophil counts
(N=418) wera decraased by 2.4% and 1.0% respectively, compared to placebo, a
phenomenon seen with other aipha biocking drugs. A search through a data base
0l 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

n trials disectly

paring CARDURA 1o placebo there was

Wdlﬂummhlfmmmm axcept for dizziness
(Jndudlnoposuﬂ] weight gain, somnolence and fatigue / malaise. Postural

and edema appeared 1o be dose related.

Mpnwmulsmmmmmwmmmm
mwmdummmmmummnuwmmummu
doses ranging from 1-16 mg. Table 1
(possibly/probably refated) reported for patients in thesa studies whara the
prevalence rate in the daxazosin group was at least 0.5% or where the reaction is
of particular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

mmmhﬁamdmmmumhumm DOXAZOSIN  PLACEBO
Patients should bs made aware of the possibilty of syncopal and (N=339) (N=336)
symploms, especially at the initiation of therapy, and urged to avoid driving or CARDIOVASCULAR: Dizziness 13% %
hazardous tasks for 24 hours after the first dose, after a dosage increase, and after 2% 1%
interruption of therapy when treatment is resumed. They should be cautioned to Postural Hypotension 03% %
‘avold situations where injury could result should syncope ocour during initiation of Edema 4% %
doxazosin therapy. They should aiso be advised of the need 1o sit or lie down when Palpitation 2% 3%
lowered blood p , although thesa symptoms are not Arthythmia 1% 0%
mmwmummmwﬂmumm [} Hypotension 1% 0%
diziness, li they should be reported Tachycardia 03% 1%
num wmmmmmm Pafients should also Peripheral ischemia 03% 0%
can occur with ds in, requiring caution "
nmhwmmmorwmmnm ‘SKIN APPENDAGES: :'nh 1% 1%
Drug Inlsraclions: uritus. 1% 1%
Most (98%) of plasma doxazosin is profein bound. I vitro data in human MUSCULOSKELETAL:  Arthralgia/Arthitis 1% [
plasma indicate that CARDURA has no effect on protein binding of digoxin, Muscle Weakness 1% %
warfarin, phenytoin or in. There is no inf on the effect o Myalgia 1% 0%
other highly plasma protein bound drugs on doxazosin binding. CARDURA has CENTRAL &
been administared without any evidence of an adverse drug interaction to PERIPHERAL N.S Headache 14% 168%
patients recesving thiazide diuretics, beta blocking agents, and nonsteroidal anti- Paresthesia 1% 1%
infammatory druge. Kingtic Disorders 1% 0%
Drug/Laboratory test interactions: A 1% %
None known. Hypertonia 1% 0%
Muscle Cramps 1% 0%

System:
breast pain; Skin Disorders: nmuwmmm Ceniral Nervous System:
paresis, tremor, twitching, confusion, migraine, impaired concentration;
Psychiatric: paroniria, amnesia, emotional kability, abnormal thinking,

Wﬁu&mmmam mpmrslon
:mnh.*ﬂ' System:
mmwmmmmwm
System: hot flushes, back pain, infection, fever/rigors, decreased weight,

influenza-ike

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 glucess, uric acid, blood urea nitrogen, creatinine of
Iiver function tests. CARDURA has been associated with decreases in white
biood cell counts (See Precautions).

OVERDOSAGE

No data are avaitable in regard to overdosage in humans.

The oral LDsg of doxazosin is greater than 1000 mg/kg in mice and rats. The
most likely manifestation of overdosage would be hypotension, for which the
usual treatment would be intravenous infusion of fluid. As doxazosin ks highly
protein 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 ks intended to
minimize the frequency of postural ypotension and first dose syncope
associated with CARDURA. Postural effects are most likely 1o occur between 2
and 6 hours after a dose. Therelore blood p should be
‘taken during this time period after the first dose and with each increase in dose.
Depending on the individual patient's standing biood pressure response (based
on measurements taken at 2-6 hours posidose and 24 hours postdoss), dosage
‘may then be increased to 2 mg and thereafter if necessary to 4 mg, 8 mg and 16
myg to achieve the desired reduction in blood pressure. Increases in dose
beyond 4 mg increase the likelihood of excessive postural effects including

syncope, postural dizziness/vertigo, postural hypotension. At a titrated dose
of 16 mg once daily the Irequency of postural effects is about 12% compared
to 3% for placebo.

HOW SUPPLIED

CARDURA (doxazosin mesylate) is available as colored tablets for oral
administration. Each tablet contains doxazosin mesylate equivalent to 1 mg
mﬂl\l (yellaw], 4 mg {orange) or 8 my (green) of the active constituent,

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

Bottles of 100: 1 mg (NDC 0045-2750-66), 2 mg (NDC 0048-2760-56), 4 mg
(NDC 0049-2770-66), 8 mg (NDC 0049-2780-66)

Recommended Storage: s"m below B6°F(30°C),

CAUTION: Faderal law p g without prescri
£5-4538-00-0
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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 81 500 readers in family
and general practice each month, in addition to paid subscribers.

The Journal of the American Medical Association (JAMA)
American Journal of Diseases ol Children (AJDC)
Archives of Dermalology

Archives ol Family Medicine

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology
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by the American Medical Association, 515 N State St, Chicago, 1L 60610, and is
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The back stroke. The crawl. The butterfly. It doesn’t
matter which you choose, as long as you do it up to 40
minutes, 3 to 4 times a week. Or try cycling or jogging.
Any type of aerobic exercise program can help reduce
your risk of heart attack and stroke. The only hard part
is diving in. To learn more, contact the American Heart
Association, 7272 Greenville Avenue, Box 47, Dallas,
TX 75231-4596.

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

N ?,
American Heart Association 0

This space provided as a public service. ©1992, American Heart Association
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Make It Your Choice

for a Lifetime - 2 e DAL

recommended sta
dosage of 120 m na\r ma\r be warranted in some pati

BRIEF SUMMARY
Contraindications: Severe LV dysfunction (see Warnings). hypotension {systolic pressure
< 90 mm Hg) or cardiogenic shock, sick sinus syndrome (it no pacemaker 15 present), 2nd- or
Jrd-degree AV block (if no: pacemaker is presgnl} atnal Nunerﬂtnhnllauon with an accessory
bypass Irm {eg, WPW or LGL synd ], hyper

2 Verapamil should be avoided in patients with severe (1 dysfunction (eg. ejection
fraction < 30%] or moderate 1o severe symploms of cardiac failure and in patients with any
dégree of ventricular dysfunction if they are receiving a beta-blocker. Control milder heart fallure
with opmrm dgldlnmn and/or diuretics before Calan SR is used. Verapamil may occasionally
produce hy El of lvee have been reported  Several cases have been
demonsiraied 1o be produced by I. Penodic g0l hver in on
verapamil is prudent. “Some patients with paroxysmal and/or chrumr. atrial flutter/fibrillation and
an accessory AV pathway (eg, WPW or LGL syndromes) have developed an increased antegrade
conduction across the accessory pathway bypassing the AV node. producing a very rapid
. ventricular response or ventricular fibsillation alter receiving | V. verapamil (or digitalis). Because
of this risk, oral verapamil is contraindicated in such patients. AV block may occur (2nd- and 3rd-
degree, 0.8%). Development of marked 1st-degree block or progression to 2nd- or 3rd-degree
block requires reduction in dosage or, rarely, discontinuation and institution of appropriate therapy,
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmonary edema and/or severe hypoten-
sion were seen n some critically il panents with hypertrophic cardiomyopathy who wete treated
with verapamil
Precautions; Verapamil should be grven cautiously to patients with impaired hepatic function (in
severe dysfunction use about 30% af the normal dose) or impaired renal function, and patients
should be monitored for abnormal pmlnngauoo of the PR interval or othér signs of overdaSage

Verapainil may decrease lar nf with Duchenne’s muscular dys-
traphy and may prolong recovery Imm the neuromuscular blocking agent ve:urumum It may be
necessary 10 decrease verapamil dosage m patients with attenuated neuromuscular

Combined therapy with beta-adienergic blackers and verapamil may nesull ] adduwe neqative
effects on heart rate, atioventricular conduction andfor cardiac contractility: there have been
reports of excessive bradycardia and AV block, ncluding complete heart block The risks of such
combined therapy may gh the benefits The combination should be used only with caution
and close monitoring. Decreased metoprolol and propranolol clearance may occur when either
drug 15 administered concomitantly with verapamil. A vaniable effect has been seen with combined
use of atenolol. Chronic verapamil treatment can increase serum digoxin levels by 50% to 75%
during the first waek of therapy, which can result in digialis lcncnly In patients with hepatic
cirrthosis, verapamil may reduce total body clearance and of digi The
thgoxn dose should be reduced when verapamil 15 qven, and the pauenl carefully monitored
'_ubrapamll will usually have an additive effect in patients receving blood-pressure-lowering agents

©1993 Searle C93CAB598T

\verapamiHC) S=

SUSTAINED-RELEASE CAPLETS

ng dosage for Calan SR is 180 m?sonte dally. Dose titration will be required in some patients to achieve blood pressure control. A lower starting
the elderly, patients of small stature). Dosa?as above 240 shogid-
doses. Calan SR should be administered with food. Constipation, which is easily managed In most patients, is the most com,

mg daily
monly

Disopyramide should not be given within 48 hours before or 24 hours after verapamil administra-
tion. Concomitant use of flecainide and verapamil ‘may-have additive effects on myocardial
contractility, AV conduction, and repolarzation. Combined verapamil and quiniding therapy in
patients with hypertrophic cardiomyopathy should be avoided, since significant hypotension may
result. Concomitant use of lithium and verapamil may resultiin an increased sensitivity 1o fithium
{neurotaxicity], with either no change or an increase in serum lithium levels; however, it may also
result in a lowering of serum fithium levels. Patients receiving both drugs must be monitored
carefully. Verapamil may increase carbamazepine concentrations during cornbmd use, ﬁlampm
may reduce verapamil bioavailabilny, Phenobarbnal may ncrease f
may increase serum levels of cyclosponn. Verapamil.may inhibit the clearance and increase the
plasma levels of theophylling: Concomitant use of inhalation anesthetics and calcium antagonists
needs careful titration 1o avoid excessive cardiovascular depression. Verapamil may potentiate the
activity of neuromuscular blocking agents (curare-like and depolarizing); dosage reduction may be
required There was no evidence of a carcinogenic potential u! verapamil adrmmatefed to rats for.
2 years. A study in rats did not suggest a |, and verapamil was not mul
m the Ames test. Pregnancy Category C There are no adequate and well-controlled studies in
pregnant women. This drug should be used duning pregnancy, labor, and delivery only if clearly
needed Verapamil is excreted in breast milk, therefore, nursing should be discontinued during
verapamil use
Adverse Reactions: Constipation (7.3%), dizziness (3.3%), nausea (2 7%), hypotension (2.5%),
headache (2.2%), edema (1.9%), CHF pulmonary edema (1.8%). fatigue (17%). dyspnea (1.4%].
bradycardia: HR <¢ 50/min (1. 4%], AV block: total 1°,2%3" (12%), 2° and 3° (0.8%), rash
(1.2%), flushing (0.6%), elevated fiver enzymes, reversible non-obstructive paralytic tleus, The
fallowing reactions, reported in 1.0% or less of patients, occurred under conditions where a
causal relationship is uncertain angina pectoris, atriovenincular dissociation, chest pain, claudi-
cation, m\rocardml infarction, palpitations, purrm Ivasculitis), syncope, diarrhea, dry mouth,
di gingival hyperplasi ymosis or bruising, cerebrovascular accident,
cuntusrun equibrum disorders, insomnia, moh cramps, pamstheﬂa psychotic symptoms,
shakiness, somnolence, arthralgia and rash, exanthema, hait loss, hyperkeratosis, macules,
SWeEBting, urhcana S‘lmns -Johnson syndrome, erythema multiforme, blurred visian, gynecamas-
tia, galac i yperprolactinemia, increéased urination, spotty menstruation, impolence.
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As of August 1, 1993, American Medical
Television will be the only source of
regularly scheduled medical programming
on television.

Starting at 10:00 AM (Eastern Time) every Saturday and Sunday, American Medical Television presents a full
weekend of informative and educational programming for the practicing physician.

10:00 AM
‘ ﬁ From

fit

10:30 AM

JAMA

Medical
Rounds

11:30 AM

7
7

12:00 PM

For the CNBC channel in your area
call 800-SMART-TV.

From the Hill.

A half hour of health policy news — your source for special coverage of health system reform.
Find out what happened in Washington this week and how it may affect your practice and
your patients.

JAMA Medical Rounds.

Join JAMA Editor George D. Lundberg, MD for an hour of news, interviews, and
commentary on the latest medical stories. Special segments including Journal Scan
and JAMA Video Editorial.

Practical Medicine.
A half hour of practical information for the practicing physician. Tune in for a different
clinical topic every week.

Video Clinic Hour.
CME programming for the nation’s physicians. Tune in for weekly clinical updates on the
latest advances in technology, treatment strategies, and drug therapy.

American Medical Television. The physician’s source for
educational programming. Every weekend only on CNBC.

American
Medical

American
Medical

Television Association




HOW MUCH HAVE YOUR
MIGRAINE PATIENTS
TOLD YOU LATELY
ABOUT THEIR

CURRENT TREATMENT?

“My medicine knocks the pain out,
but it knocks me out too...

I guess it’s probably the best
I can hope for.”



MORE OF YOUR PATIENTS MAY

Because it
works fast.!

o
-
.
E
o

The most frequently reported adverse events
associated with IMITgEX are injectionsite reactions
LSQ%], afypical sensations (e.g., tingling, warm/
ot sensation) (42%), and dizzinessﬁerligo (12%).
IMITREX is contraindicated in patients with ischemic
heart disease, symptoms or signs consistent with
ischemic heart disease, or Prinzmetal's angina
because of the potential to cause coronary
vasospasm. lNﬂTRiS( is contraindicated in patients

with uncontrolled hypertension because it can give
rise to increases in blood pressure (usually small).
IMITREX should be used during pregnancy only if
the potential benefit justifies the potential risk to the
fefus. (Please see Precautions.) IMITREX should not
be administered to patients with basilar or
hemiplegic migraine.

Reference: 1. Cady RK, Wendt JK, Kirchner JR, Sargent JD, Rothrock JF,

Skaggs H Jr. Treatment of acute migraine with subcutaneous sumatriptan
JAMA. June 1991;265:2831-2835.



BENEFIT FROM IMITREX




. ™ BRIEF SUMMARY
Imitrex (sumatriptan succinate) Injection

For Subcutaneous Use Only.

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

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

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

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

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

Imitrex injection is contraindicated in patients with hypersensitivity
{o sumatriptan.

WARNINGS: Imitrex™ injection should not be administered to patients
with basilar or hemiplegic migraine.

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

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

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

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

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

Imitrex™ (sumatriptan succinate} Injection in the mouse.

A Segment | rat fertility study by the subcutaneous route has shown
no evidence of impaired fertility.

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

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

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

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

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

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

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

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

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

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

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

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

Imitrex Injection may cause mild, transient el of blood
pressure and peripheral vascular resistance.

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

Although written instructions are supplied with the autoinjector,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or ether suitably
qualified health care professicnal prior to doing s for the first time.
tnformation for Patients: See PATIENT INFORMATION at the end of
the product package insert for the text of the separate leaflet provided
for patients.

Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with (mitrex Injection.

Drug interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. in two Phase |ll trials in the US, a ret-
rospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranclol n=94, for 45
other drugs n=123) were compared to those who had not used
prophyiaxis (n=452). There were no differences in relief rates at 60
minutes postdese for Imitrex Injection, whether or not prophylactic
medications were used. There were alsc no differences in overall
adverse event rates between the two groups.

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

In a 78-week study in which mice received sumatriptan
continuously in drinking water, there was no evidence for an increase
in tumors considered to be related to sumatriptan administration.
That study, however, did not use the maximum tolerated dose
and therefore did not fully explore the carcinogenic potential of

IMX445R0

some patients. Transient rises in blood pressure soon after treatment
have been recorded.

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

Incidence in Contralled Clinical Triais: The following Table lists
adverse events that occurred in two large US, Phase III, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebo. Only events that occurred at a frequency of 1% or
more in Imitrex Injection treatment groups and were at least as
frequent as in the placebo group are included in Table.
Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Controlled Clinical Trials:
Events Reported by at Least 1% of Imitrex Injection Patients

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 92
Tingling 135 30
Warm/hot sensation 108 35
Burning sensation 75 03
Feeling of heaviness 73 R
Pressure sensation 71 16
Feeling of tightness 5.1 03
Numbness 46 22
Feeling strange 22 03
Tight feeling in head 22 03
Cold sensation 1.1 05
Cardiovascular
Flushing 6.6 24
Chest discomfort 45 14
Tightness in chest 27 05
Pressure in chest 18 03
Ear, nose, and throat
Throat discomfort 33 05
Discomfort: nasal cavity/sinuses 22 03

Printed in USA

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo

Adverse Event Type n=547 n=370
Eye

Vision alterations 11 090
Gastrointestinal

Abdominal discomfort 1.3 08

Dysphagia 1.1 00
Injection site reaction 58.7 238
Miscellaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 49 03

Neck pain/stiffness 48 05

Myalgia 1.8 05

Muscle cramp(s) 11 0.0
Neurological

Dizziness/vertigo 1.9 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 13 05

Malaise/fatigue 11 08
Skin

Sweating 16 11

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

Event frequencies are calculated as the number of patients reporting
an event divided by the total number of patients {n=6,218) exposed to
subcutanecus Imitrex Injection. Given their imprecision, frequencies
for specific adverse event occurrences are defined as follows:
“infrequent” indicates a frequency estimated as falling between 1/1,000
and 1/100; “rare,” a frequency less than 1/1,000.

Cardievascular: Infrequent were hypenensmn hypotension,
bradycardia, tachycardia, p tion: i various
transient ECG changes (nonspecmc ST or T wave changes,
prolongation of PR or QTc intervals, sinus arrhythmia, nonsustained
ventricular premature beats, isolated junctional ectopic beats, atrial
ectopic beats, delayed activation of the right ventricle), and syncope.
Rare were pallor, arrhythmia, abnormal pulse, vasodilatation, and
Raynaud's syndrome.

Endocrine and Metabolic: Infrequent was thirst. Rare were
polydipsia and dehydration.

Eye: Infrequent was irritation of the eye.

Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea,
and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: Infrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscle stiffness, need to flex calf
muscles, backache, muscle tiredness, and swelling of the extremities.

Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of Ilghmess tremor, shlvenng dlslurbances
of taste, prickling ions, paresth N
headaches, facial pain, photophobla and lachrymation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: Infrequent was dyspnea. Rare were influenza, diseases
of the lower respiratory tract, and hiccoughs.

Dermatological: Infrequent were erythema, pruritus, and skin
rashes and eruptions. Rare was skin tendemness.

Urogenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calculus.

Miscellaneous: Infrequent were miscellaneous laboratory
abnormalities, including minor disturbances in liver function tests,
“serotonin agonist effect,” and hypersensitivity to various agents. Rare
was fever.

Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal’s angina,
myocardial infarction, acute renal failure, seizure, cerebrovascular
accident, dysphasia, subarachnoid hemorrhage, and arrhythmias (atrial
fibrillation, ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex Injection has been reported, including
anaphylactoid reactions, rash, urticaria, pruritus, erythema, and
shortness of breath.

DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex™
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to induce subjective behavior and/or
physiologic response ordinarily associated with drugs that have an

gstablished potential for abuse.
CERENEX
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Count On

How much of the information you share with
your patients really registers with them? After all,
they may be worried . . . preoccupied. They listen to
what you have to say, but do they hear you? By the
time they arrive home, they may remember less
than you'd like about their medical condition and
the treatment you've prescribed for them.

That'’s why Roche Laboratories has redeveloped
its well-established Medication Education (ME)
program. The result? Appealing, easy-to-understand
booklets to reinforce the information you provide
when prescribing a Roche medication. And a
positive step in gaining adherence for your
treatment plan.

You've always had the answers . . . now have
them in hand. Whenever you prescribe a Roche
medication for a patient who counts on you, you
can count on ME — Medication Education
booklets — available to you free of charge. You'll be
giving your patients more than expert care, you'll be
giving them printed information they can refer to
— knowledge they can apply.

For details, ask your Roche representative about
the new ME or write to: Roche Medication
Education, Professional Services Department, 340

Kingsland Street, Nutley, N] 07110-1199

M ED

A Healthy Outlook on

Patient Education

3

Copyright © 1993 Hoffmann-La Roche Inc. All rights reserved.




When a change is needed...

The

“Best of Both Worlds”
in an Everyday

Formula

The first milk-based formula*
with the lactose-free difference

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

e Avoids or resolves common
feeding problems associated
with lactose:

— fussiness/crying
- gas
— diarrhea

¢ Easy to digest

e No other formula has a fat blend
closer to breast milk*

e

More like breast milk than other lactose-free formulas

PROTEIN

Breast Milk

Milk-Based
Formula

Lactofree™

Soy-Based
Formula

SOY PROTEIN

* Based on milk protein solate.

t Pediatrician surveys, Data on file,
Mead Johnson Pediatrics.

+ We know of no studies showing clinical benefits
from feeding infants formulas with fatty acid
profiles similar to breast milk, but Mead Johnson
believes it is prudent and appropriate (o market
formulas with such profiles.

§ SMA® and Nursoy® (registered trademarks of
Wyeth-Ayerst Laboratories, Philadelphia, PA)
contain some animal f4is

Recommend...

Mead J1imrsmm

PEDIATRICS
©1993, Mead Johnson & Company,

Lactose-Free Formula M Evansville, Indiana 47721, US.A.
Jor Baby First Year and Beyond L-K381-8-93




The one certainty
In uncertain times.

Health care is undergoing momentous FPM takes a practical approach to

change. But amidst all the change and management and socioeconomic issues,

uncertainty, there is one thing that health and provides a focused, specialty-specific,

care policy analysts have made clear. peer-reviewed forum that addresses the key

Family practice will be the keystone issues—like regulatory red tape, competi-

specialty in their plans for reform. tion, managed care—and provides in-depth
As a family physician, you will need analysis and insight from your specialty’s

information and support to help you unique perspective.

assume your increasingly important role

in managing and maintaining America’s Family Practice Management is

health. You must have information you the publication that can successfully

were unlikely to have learned in medical lead you through a changing health

school. Information which, until now, has care environment...because nobody

not been available from your unique, knows more about family physicians

specialty-specific perspective. than the AAFP.

That's why the American Academy
of Family Physicians has launched
Family Practice Management.

A companion journal to
American Family

Physician, FPM
provides you with = 3

a single source for o FAMILY
your management s e PRACTICE

information needs— MANAGEMENT|
from a publisher you A e |
know and trust.

Fit In?

Undercodimg the Bane of Family Practice » Finding an Associate when FPs are Scarce

Becomie i VIP in Your IPA « How Many Managed Care Plans Can One FP Juggle?
Shoubd You Be Doing Colposcopy? « Donlt Lose Patients 1o Your Consultants
When the Hlospital Wans 1o Buy Your Practice ==



Once-A-Day

« AdalatCGC

nifedipine::its

30mg,60mg &90mg

Real Value for Real People
with Hypertension

ED
S E
i

Real Therapeutic Value Real Economic Value
* The benefits of long-acting nifedipine therapy ¢ Lower price (AWP) than Procardia XL 30 mg,
for hypertension*' 60 mg and 90 mg—potential 25% savings’+*

Real Human Value .
*Not indicated [or angina. Take on an empty stomach. Careful

* Convenient, well-tolerated therapy titration may be necessary when switching between Procardia XL*

£ 1 Adalat® CC.

*Ferp heral edema and headache were the if; 1 :la based on suggested Average Wholesale Price (AWP)
most common dose-related adverse events " "_“:"’"5 R IS |g§ i ‘”;‘gfpﬁ soRe Ik
reportecl: ﬂushing/heat sensation, dizziness, tl)}‘i:_;;z;rlr;g_?(l.is a registered trademark o zer s Division,
and fatlgue/ asthenia were all reported at an Please see brief summary of Prescribing Information

incidence of 4% on back of this page.

Candidate Profile

Residence ..........c..c......

Pretreatment BP 150/92

Marital Status engaged

Health Ins $250 deductible,
no Rx plan

“Save up to $192' a year?
That’'s the new snow tires I need.”




Once-A-Day

« AdalatCC

nifedipine

30mg,60mg &90mg

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION
For Oral Use
PL10074485
INDICATION AND USAGE: ADALAT (C is indicated for the
sion. It may be used alone of in combinati other antih

593
treatment of hyperten-
agents.

Myocardial

Infarction: Rorely, patients, particulorly

arfery disose » hvh:lhahped well docu-

‘or severity of onging or ocule

inforction iledipine or ot the fime of dasage increase. The mechanism of
T

-Blocker Withdrawal: When discontinuing o beto-blocker it is important to

ble, rather than st abruptly before
mmﬁmhhbmm o wi
; reloted 1o i sensitivity to cotecha i
Initiation of ifedipine treatment wil not prevent this occurrence ond on occosion has

Congestive Heort Foilure: Rorely, potients Mmu:hhub:;zbdﬂ] afive,

il o ADAITCC B ot oy ol v i s o

mﬁm alcium channel blockers, decreases platelet L
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ase in plafelet

© June 1993, Miles Inc., Pharmaceutical Division

TABLE

Start with*

Titrate, if necessary*

EXTEND

D
RELEA E
s

*Please see DOSAGE AND ADMINISTRATION section in brief
summary of Prescribing Information below.
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Body 03 o Whole/Systemic: chest pain, I:U“' Central Nervous System:

BUN ond serum creafinine have been reported in patients with pre-gxisting chronic
mhmwﬂhuq iency. The relationship to nifedipine therapy i uncerfoin in mast coses but
n some.
Interactions: ic blacki t5: {See WARNINGS).
bt b oy ps WS
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Musculoskeletal: lg cromps Respiratory: epishaxis, thinitis Urogenital: impo-
tence, urinary frequency
Other odverse events reported with on incidence of less than 1.0% were:

Body s n'h\eil{.‘vyiltd:: Mh,chls‘fu'nledum neck poin, pebvic pain,
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Metabalic: goul, weight loss ﬂ-mlukglml: arthralgia, arthrifis, myalgio
Respiratory: increased cough, roles, ; Senses: obnor-

there is o possible ineroction between digoxin and ADALAT CC, it is recommended
:ﬂglmmwhmmﬁnmmmﬂ’ ing ADALAT Resplaty: ioe, ; o
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Quinidine: There have been rore reports of on interaction between quinidine and
s ot 'l‘ﬂhll JMM&I‘--} 1

Real People, Real Needs, Real Value

Cimetidine: Both the peak plasmo level of nifedipine and the AUC may intrease in the
presence of imefidine. Ronifidine produces smoller non-significant increases. This effec
of cimefidine may be mediated by its known inhibition of hepatic cyfachrome P-450
the enzyme system probably responsibl firs-pass metabolism of pifedipine. Il
nifedipine therapy s initioted in o patient currently receiving Gmefidine, coutious flra-

c.wu’ , Mutogenesis, Impairment of Fertility: Niedipine wos odinis-
fered hrlhluhumudmwdimwhmrﬁw;:‘t.mnww
tafs prior o mating, nifediping coused reduced fertility of o dose opproximately 30
fimes the maximum recommended human dose. I vive mutogenicity studies were neg-

nifedipine. fion is odvised

b oo ;umkm, thm, sy
cope, laste perversion, thrombocylopenia,
transient blindness af the plosma bevel,
tremor and urficaria.
DOSAGE AND ADMINISTRATION:
should be o0 fo
patient’s needs. 11 is recommended thot
ADALAT CC be odministered nnﬂ one daily
on on lmplg;;mnth. ADALAT CC is on
extended releose dosoge form and 1oblets
be swollowed whole, not bitten or divided. In general, titration should proceed
riod storting with 30 mg once daily. Upward fitration should be
Mmﬁunrmﬁﬁmdd%m wsual maintenance dose i 30 myg to 60
mg once daily. Titration fo doses abave 90 my daily is nof recommended.
IF discontinuation of ADALAT CC is ET:lh dlinical proctice suggests that the

i ' mm:ﬂ'::.m'mnum
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in pups exposed
mm&%#ﬁnhmw.mu[%
during pregnancy only if the potentiol benefit ustifies the patential risk 1o the

Mothers: Nifedipine is excreted in human milk. Therefore, o decision should
o discontinue nursing or to discontinue the drug, toking into occount the
importance of the drug to the mather.

|

]

om mulfi-center plocebo-con-
e 196 o
s tobulated inde-

i edema. This
daily, 22% on

CC 90 my doily versus Hi? on platebo.
reported in the obove plocebo-controlled triaks include:
Headache (19%, versus 13% plocebo incidence); Flushi semsation (4%, versus
0% plocebo incidence); Dizziness (4%, versus 7% plocsbo intidemf; Fatigue,/asthenio
(4%, versus 4% plocebo incidence); Mousea (2%, versus 1% plocebo incidence);
Constipation (1%, versus 0% plocebo incidence).
Where the frequency of adverse events with ADALAT CC ond placebo is similor, causal
relationship connol be estoblished,
The following odverse events were reported with an incidence of 3% or less in daily
doses up rola! mg:

2. Redbook

X09183

1. Data on file, Miles Inc.
Update. Oradell, NJ, Medicol Economics Co.,
March 1993;p. 32.
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Color-enhanced 3-D CT images and MRI supplied by
David W. Stoller, MD, of California Advanced Imaging.



ONIC ARTHRITIS

NOTHING LESS

S
REDUCTION IN INCREASED FAVORABLE
JOINT PAIN AND RANGE SAFETY PROFILE

TENDERNESS OF MOTION

As with other NSAIDs, the most frequent complaints are gastro-
intestinal, and rare hepatic and renal reactions have been reported.

Please see brief summary of prescribing information on adjacent page.

NAPROSYN

(NAPROXEN) 500 mg tablets @

Also available in 375 and 250 mg tablets and in suspension 125 mg/5mL

E ¢ 1992 Syntex Puerto Rico, Inc. NP93019




(NAPROXEN) 500 mg tablets

Briel “.“zu
Contraindications: Patients who have had allergic reactions lo
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the s-rnarome of asthma, rhinitis, and nasal
pmzns Because anaphylactic reactions usually occur in patients
a history of such reactions, question patients for asthma,
nasal polyps, urllcana. and hypotension associated with NSAIDs
bafore starting . If such symptoms oceur, discontinue the
drug. m Serous GI toxicity such as bleeding, ulceration,
and perforation can occur at ag time, with or without warning
sm-mlom& in patients treated chronically with NSAIDs. Remain
1 for ulceration and bleeding in such patients even in the
absence ol previous Gl tract symploms. In clinical trials, syrn
Dumallc upper Gl ulcers, gross bleeding or perforation apﬁea
agpm:nm:tel\r 1% of patients treated for 3-6 mont
in about 4% of patients treated for one year Inform patients
about the signs and/or symptoms of serious G toxicity and what
steps to take if they occut Studies have not identified subset
of patients not at risk of dmopmo peptic ulceration and bleedin
Except for a prior history of serious Gl events and other
hcwls kmn to be associated with peptic ulcer disease, such as
g elc., no risk factors {egmage. sex) have
Deen assoclatud with increased risk. Elderly or debilitated patients
seem to tolerate uiceration or bleeding less well than others and
most spontaneous reports of fatal Gl wme are In this population.
In considering the use of relatively large doses (within the recom-
mended dosage range), sufficient benefit should be inticipated L]
oﬂse! the mmm ncraased risk of G h%agﬂ%mulm 00

NOT GIVE MAPRDSYN® (NAPROXE [TANTLY WITH
unrnox- (NiPRDKE SODIE;HJ" OR ill?ﬂﬂl' DS
NAPROXEN SODIUM) SINCE THi \TE IN PLASMA

THE MPWEN ANION Acute mershhai nanhn!ls with hema-

s been

Patients with lmpalred renal function, heart lmlm, Imr dystunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function
Use caution in patients with baseline creatinine clearance less

than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chropic alcoholic liver disease or cirrhosis. |Ih
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. Thw may progress, remain unchanged, or be
with therapy. El of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severs hepatic reactions, includin :H ja”ﬂﬂlﬂﬂ and falal hepatitis,
have been reported rarely. If liver dise nu syst?r?e\c
=

October 22, 1993

\ Offers 3 CME credits!

\ Michael Kaliner, M.D., Medical Director of
b —) C —— the Institute for Asthma and Allergy and four
other prominent allergy and immunology
experts will appear live via satellite to

present the latest diagnosis and treatments
for rhinitis and sinusitis. They also will be
available for over 60 minutes to answer
- your questions live and “on-air.”

If your healthcare facility has access to
a satellite dish, your organization can offer
R ) this live videoconference for all of your
Rhlﬂ.ltlS colleagues for only $275. Please check with
vour in-service education director or call

& Sinusitis PBS today for more information or a free

brochure about this CME opportunity.

apy. it steroid ﬁusane{i.é Teduced or dlmmalnd dur therapy, do
50 slowly and observe patients dnselr or adverse 15, nm:!ud
mmmu val e periodicall Iml an‘rlm th initial
ne in values ically for patients with initia

values of 10 or less who receive I::'lq mn:1 therapy. Periph-
eral edema been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug’s mtrpyrmc and i.nl| II'Ill.ﬂTIﬂilDry activities may reduce
fever and heir diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
slp'e-‘ron cnntalns 8 mg/mL of sodium. Information for
Plt Side etfects of Ds can cause discomfort and, rarely,
more serious side effects, such as G bieeding, which

may lesuﬂ in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
beneﬂts of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be

an acceptable ilhunalm Pallunls should use caution for activi-

ties requmne alednm a(

vert during therapy. Laboratory Tests: Because
serious Gi tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically treated Rannms for signs and
symptoms of these and mimm Ihem of t mpertancu of this
follow-up. Drug Interactions: Use when giving concomi-
tantl mlh coumarin-type antlcu:nulanls a hydantoin, sulfon-
amide or sulfonylurea, furosemide; lithium, beta-blockers;

id; or methotrexate. Drug/Laboratory Test Interactions:
& drug may decrease wlet a m and prolo hlamnn
time or increase urinary valuss for c slnru Tempo-

rarily stop therapy for 72 hours bei ing adrenal function
tests, The drug may interfere with urlnary assays ol SHIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. l’nﬂw Category B. Do not use during nancy
unless clearty needed. Avoid use during late prmn:nc&. Ian
Mothers: Avoid use in nursing mothers. Pedialric Sing
doses of 25-5 mg/kp, with total daﬂg dose nut medlnu !5
mg/kg/day, are saf nn children over 2 years of Adverse
Rei : In a study, Gl reactions were more frequu and severs
in rheumatoid arthritis patients on 1500 mg/day than in those on
750 rnwd . In studies in children with juvenile arthritis, rash and
ng‘:: Jleeding times were more frequent, Gl and CNS reac-
I the same, and other reactions less frequent than in
aduﬂs Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most frequent complaints related to the Gl tract: constipa-
tion” heartburn” abdominal pain® nausea dyspepsia, diarrhea,
ﬂm"m! m%“mmmwﬁ;oc ﬁxglus&l dmt's:ries; hghtupumued-
ness, ver chin uritus)’ skin eruptions”
a:dqmous matmg, pumura Sgecwl Sanses tmnnnzﬂ hw—
% lnhahon& Benm! thirst. Incidence Less Than l%
le Causal Relationship: GI: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis, jaundice,
melena, peplic ulceration with bleeding and/or perforation, vomit-
ing. Renal: glomerular nephyitis, hematuria, hyperkalemia, inter-
stitial nephritis, nanhrmr. syndmm renal d;saas& renal failure,
renal papillary I gic: ag ytosis, eosino-
philia, g locytopeni k b NS:
dream

inability to :nn:unlraw insom-
nia, malaise, myalgia and muscle weakness, Dermatologic: alope-
cia, phoiosensllwe dermatitis, slun rashes. Special Senses:
hearing i G . ive heart failure

- inophili itis. General: anaphylactoid
reactions, menstrual disorders, pyrexia L&us and fever), Causal
Retationship Unknown: Hematologic: aplastic anemia, hemolyhc

anemia. CNS: asept

logic: eplr.lurml nccﬂ:!ysts amhem: multiforme, photosen-
sitivity ia cutanea tarda and
epmmnlrsis bullosa, Stevens-Johnson syndrome, urticaria. Gl:
Tl Gl e e B
vasculitis. al

uéﬂmu Overdosage: have drowsiness, heartburn, indiges-
1 nnmavomﬂm mhemshmnadwzums Empty

and use usuadl supportive measures. In animals 0.5
of activated charcoal reduced plasma Iuvelsofnarroawn
ption. Seapadt

Federal taw prohibits di
age insert for full Prasu%f:ﬂform

*Incidence of reported reattlon 3% 9'!. SYMTE}(
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Five Major Journats On Oxe CD-ROM!

Internal Medicine '92 is the only CD-ROM that offers a
year's worth of full-text articles from these five major

journals — all on a single disc:

- The New England Journal of Medicine

- The Journal of the American Medical Association

- Annals of Internal Medicine

- The Lancet

- British Medical Journal
SpeciaL Discount OFrer!
Get Internal Medicine "92 for 25% ol the original price.
That's only $295 (regularly $395) for individuals and $445
(regularly $595) for multiple users.

To order call 1-800-342-1338.
From outside the U.S. call +44-763-262-368, or fax 1-617-868-7738.

emien

Mujor credil cards sedephed. CD-ROM diives avdilable up discounted prices. Free techuical support ingluded!
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SAY I'T WITH

AMA
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
e 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. Orcler 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.

)
1
]
1
1
1
A

YCS, 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 O Bilme 0O WVISA O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

Name

Address

City /State/ Zip
Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202
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®
@ (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 ol angina pectoris due 10 coronary artery disease. The onset of action is nol rapid
enough for it to be useful in aborting an acute anginal episode.

Clinical Pharmacol:
Ispsorbide

r:gls the major active metabolite of isosorbide dinitrate, 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 Ismo tablets is nearly 100%. The rate of clearance of Ismo s the same

in healthy young adults, in patients with various degrees of renal, hemhc or cardiac dystunction, and in the elderly.

Several well-controlled studies have demonstrated that active nitrates were indistinguishabie from placebo after

24 hours (or less) of continuous therapy due 1o the dnuadnpmenl of tolerance. Only atter nitrates are absent from the

body for several hours is their antianginal efficacy res

The drug-free Imterval snﬂicmt 1o avoid lolerance nol defined. The only

imen shown o avoi dmlnpmem of tnimnce wﬂn isnsorbide muﬂnnﬂrlln involves two Jil doses of Ismo

laglcrsumfnwrsmarl 50 there is 2 gap of 1 hnursb«iweenlmmwdnummhdwmlmnmmmlm
ay. Taking account of the mlalwelr long haif-life of this result is ith those

nbumd for other organic nitrates.

The same twice-daily regimen of Ismo tablets successfully avaided significant rebound/wilhdrawal eflects. In studies

of other nitrates, the incidence and magnitude of such phenomena appear fo be highly dependent upon the schedule ol

nitrate administration

Contraindications

Allergic reactions are extremely rare, but do occur, isma s contraindicated in patients allergic fo it

Warnings

Because the effects of lsmo are ditficult 1o terminate er have not been established in patients with acute
myocardial infarction (M) or congestive heart failure (CHE), this drug is not recommended in these patients. i Ismo is
used in these patients, careful clinical or hemodynamic monitoring is required to avoid the hazards of hypatension and

tachycardia.

Precautions

GENERAL

Severe hypotension, p?mcularhr with upright posture, may occul with even nmall doses. Therefore, use with caution
mmlmwhnnnybe ume depleted or who are aiready ¥ and

angina pectoris ismo-induced

Nitrates may mrmin angina caused by mwlmnha: cardiomyopathy.

INFORMATION FOR PATIEN

TS
Tell patients they must carefully follow the prescribed dosing schedule 12 doses taken 7 hours apart) to maintain the
mlangmal effect (8g, take first dose on awakening and second dase 7 hours later),

Dally with nitrates, lndudl Ismo, and are a marl:ar ofdru acivity.
Patients with headaches should not alter their treatment schedule since loss of headache may be aled with
simultaneous loss of antianginal efficacy. Headaches may be treated with aspirin and/or mmmptm thout
atfecting the antianginal activity of Isma.

Light-headedness on sIaMlln especially |ust after nshm] from a recumbent or seated position, may occur. This may
be more frequent in patients who have consumed

DRUG INTERACTIONS
Vasodilating eﬂms nf Ismu mly be additive with those of other vasodilators, especially alcohol.
Marked ion has been reported when calcium channel biockers and organic nitrates

muadhwmlumm Dn@ndiustmrlsalemdassﬁmmsmu be necessary.

[:ARCMGENESIS MUTAGENESIS, AND IMPAIRMENT OF FERTILITY
No w;ﬂmnwn ettects were observed in mice or rats exposed to oral Isma, nor were adverse effects on rat fertility

Hu mutagenic activity was seen in in vitro or fn vivo assays
mesmcv CATEGORY C

smo has been shown to have embryocidal effects in rats and rabbits at doses al least 70 times the maximum human
dose There are admu:me and well-controlled studies in pregnant women. Use during pregnancy only if patential
benefit iustifm potential fetal risk.

NURSING MOTHERS

Excretion in human milk is unknown. Use caution if administered to a nursing woman

PEDIATRIC USE

Safety and i have not been

Adverse Reactions

Frequency of Adverse Reactions (Di inuations)* Occurring in >1% of Subjects

& Controlled U.S. 5t 92 Clinical Studies

Dose Placebo 20 mg (varied)
Patients 2 219 3344
Headache % (0%) 8%  (9%) 19%  (4.3%)
Dizziness 1% (0%) 5% (1% 3% (0.2%)
Nausea, Vomiting <1%  (0%) 4% [(3%) 2% (0.2%)

*Some individuals discontinued for multiple reasons
Fewer than 1% of patients reporied w.‘lt 01 lha Toliowing [I'I many aszs a causal r!lﬂhnnﬂ’up is uncertain): Cardig-

vascular; angina pecioris, arrhy hypotensioi postural prma
mnwﬂncmarwmmons SYNICOPE. gic, pruritus, rash.
I pain, ﬂiilrhn footh disorder, vomiting. ¥ dysuria,
urinary frequency. M thenia, blurred vision, cold sweat, dipiopia, edema, milinse neﬂ:slllinuss
rigors. Muscufr:.smem arlhraIPsa N‘surm‘ogrc agitation, anxiety, N
ki reased appetite, ;.' f upper
respiratory Irict infection
in normal ing patients {See

Rmr:. ordinary doses of organic nitrates have caused
Overdosage).

Overdosa

The ill ella'u.ts of overdosage are ma!ly related 1o the ihlll‘l)f of Ismo 1o mnduce vasodilatation, venous pooling,
reduced wdla: output and hypotension. Symptoms mar inc uds increased m—amnur pressure with any or all of
persistent throbbing headache, confusion, ?n , nausea and
vomiting gusslbl with colic and even bioody diarrhea), syncope ally with unrlﬂhl posture], air and
dyspnea, reduced ventilatory effort; dnammsu wilh the skin either flushed or cold and clammy;
heart block and bradycardia; paralysis; coma; seizures and deal

Serum levels have no role in managing overdose. The likely Iuhal dose in humans is unknown.

There is neither a specific antidote lo lsmo overdose, nor data to suggest a means for accelerating its elimination from

the bo dnalmm mfhmn Hypotension associated with Ismo overdose results from ilatation and arterial

emia; rect therapy toward an increase in central fluid volume. Use of arterial vasoconstrictors [en
epinephring] s h 1o ﬂo more harm than pooa In patients with renal disease or CHF, treatment of lsmo overdos
may be difficult and require invasive monitor

Methemoglobinemia has occurred in patients mmlnu other ulgaml: nitrates, and probably could occur as a side
eflect of Ismo. There are czse rrpcns o significant meﬂnmouro inemia in association with modaraln overdoses ul

"&T"mﬁﬁ" | ma a:um tdss it u te cardiac output and o ] po
IIMI.! [ I signs of e pile adequate cardiac output ai l arteria
E‘ Hy methemo Iulnnemmd nma% without color change on exposure to air. The treatment El

inemia is methylene biue. 1-2 mg/kg intravenously.

EJCISABE AND ADMINISTRATION
regimen or Ismo tablets is 20 mg (one tablet) twice daily, with the two doses given 7 hours ara.rl.
Fnr nml palhanls this can be Rl by taking the first dose on awakening and the seang dose 7 hours later
s dosing regimen provides a dai mr:ln free interval 1o avold the development of refractory tolerance (see
Clinical Pharmacology).

Weli-controlied studies have ymrn that tolerance to Ismo tablets is avoided when using the twice dally mmmen in
which the two doses are given 7 hours aparl. This regimen has been shown to have antianginal efficacy beginning
1 hour after the first dose lne lasting at least 5 hours 2 er the second dose. The duration (if any) olamunvnafmmry
beyond 12 hours has not 50 controlled studies with other nitrates suowsl that no dosing regimen
should be expected to provide more than 12 hours of continuous antianginal efficacy per daj
Dosage adjustments are not necessary in the elderly patients or in patients with altered mm! or hepatic function
This Briel Summary is based upon the current ismo direction circular, CI 4130-2, Revised October 20, 1992

References: 1. Data on file, Wyeth-Ayerst Laboratories, Protocol 12.

2, Friedman RG, et al: Comparative clinical trial of isosorbide mononitrate
and isosorbide dinitrate in patients with stable angina pectoris. J Invas
Cardiol 1992;4:319-329.

AHROBINS e
HARMACEUTICALS

‘ ' WYETH-AYERST
& LABORATORIES

60376 © 1993, Wyeth-Ayerst Laboratories
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Effective day after day*
B /smo patients were able to exercise at
least as well on Day 14 as on Day |

Predictable pharmacokinetics
B Nearly 100% bioavailable

B No first-pass hepatic metabolism

B Consistent blood levels from patient

to patient

*l




Tome for a new partnership: Part 3 of a series

Patients and physicians are buried under
mountains of paperwork. Health system reform
must reduce this burden now.

In the spirit of openness expressed by President Clinton, the
300,000 members of the American Medical Association (AMA)
are working to forge a new partnership with the Administration
and members of Congress on behalf of our patients.

Our goal is comprehensive reform of America’s health care
delivery system and our agenda for change is
defined in our proposal, Health Access
America.

One of the recommendations in this pro-
posal calls for a reduction of the complicated
paperwork nightmare faced by patients and
their families. A labyrinth of insurance regu-
lations and forms hinders the delivery of
needed health care. And it drives up costs
enormously.

Administrative hassles
Our society generates an astounding four
billion insurance claims every year.

Patients are bewildered by the redundance
of forms — over 450 different kinds at last
count. A single visit to a hospital or doctor's
office may add 7 to 10 new pieces of paper to
their files, And we think that's wrong.

Patients are also confused by what is cov-
ered by their insurance. Often it is not until
weeks after their appointment that they receive a computer gener-
ated letter telling them payments are denied.

And physicians are as frustrated as patients by all the red tape.
On average, they spend one day a week on “administrative duties,”
oftentimes fighting bureaucrats to get proper reimbursement for
their patients. This time could be better spent with people
needing care.

The cost of all this paper shuffling is staggering. Government
officials estimate administrative costs were nearly $80 billion
last year.

As appeared
re

We believe that any reform measures
must place our patients first.

American Medical Association o

-~
Physicians dedicated to the health of America =
-
o

Our agenda for change
AMA physicians support legislation that would eliminate the
hassles our patients go through.

A single, uniform insurance claim form such as the form used
by Medicare would replace the many forms now used by the
hundreds of different insurance companies.

A standardized electronic claim format
would allow physicians to file insurance
claims for their patients immediately after a
visit, speeding up reimbursement to patients.
New tax incentives would encourage health
insurers to switch to this standardized
electronic billing format.

Our plan also recommends that a stan-
dard, easy-to-understand insurance benefits
format be created so patients would know
beforehand the services covered and what
payments they will receive. Physicians
would also make fee information available to
patients prior to treatment.

Eleven key issues
Eliminating administrative hassles is only
one part of the AMA's agenda for change.
Over the course of the new Administration’s
first 100 days, America’s physicians will
enter a dialogue with legislators and members of the Clinton team
on eleven key issues leading to total health system reform.

To stay fully informed, watch for additional messages in this
series in The Washington Post. And send for our
comprehensive proposal, Health Access America.
We will also mail you our fact sheet on reducing
administrative hassles. Write Dr. John Clowe,
Dept. 3012, American Medical Association, 515
North State Street, Chicago, 1L 60610. Or call
us today at 800 262-0411.




' FREEDOM FROM COUGH!

“VicodinTUSS ¢ | e

(hydrocodone bitarfrate 5mg (May be habit forming) and gualtenesin 100mg per (5mL) teaspoon)
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*~vicodin[;TUSS

(hydrocodone bitartrate 5mg (Warning: May be habit forming) and guaif in 100mg per (5mL) teaspoon)

Combines the antitussive action of hydrocodone
with the expectorant action of guaifenesin.

 Hydrocodone helps suppress
dry, hacking coughs for up to
6 hours.

- Guaifenesin enables those
coughs that do occur to be
more productive.

« Long lasting relief in a sugar-
free, alcohol-free, dye-free,
cherry flavored formula.

« Adult Dose: 1 teaspoon (5mL)
every 4-6 hours not to exceed
6 teaspoons in a 24 hour period.

‘\e‘l‘ Expectorant ™

= vicodinTUSS €

‘ee May be habit forming) and guaifenesin 100mg per (SmL) teaspoon) , s

Effective cough relief you can phone in. 8

INDICATIONS AND USAGE: VICODIN TUSS™ Expectorant s indicated for the symptomatic reief of cough associated with upper 2nd lower respiratory tract congestion. CONTRAINDICATIONS: VICODIN TUSS™ Expectorant s contraindiated in patients % to hydrocodons
Hmnmmwmmmmwnmnmmmm DIN TUSS™ Expectorant 5mmnnmunmmmmmwmnm funclion is depressed,
May be habit forming. Hydrocodone can produce drug dependence of the morphine wnmmu 1mm and tolerance may develop upon repeated administzation of VICODIN TUSS™ Expectorant and it

prmmamnnnuereummmamemrumuumwwmn-mﬂmmmmmmm WWWWW@MHMMmMMMW
Wwwmnmummwhudm“m other supportive measares when indicated. Head II wmﬂmumummnm &
IwmmmmmwwwmmuNMUammmnm pressure. Furthermore, narcotics mmmmmm course of patients with head injuries. Acule Abdominal
VICODIN mmwmqmcunmmmwwmmmmmmmmmm medication to suppress of modity coogh, it i important to ascertain thal the ing cause of coogh s identified, that
cough does not increasa the risk of clinical or physiologic complicaions, and that appropriate terapy for the nlmmmmmthm like all narcotics, may impair the mental andfor physical abilities required for the performance of potentially hazardous
sch as driving 2 car or aperating machinery, and patients should be wamed Interactions: Patients receving ﬂ&m&nmmmmmm ics o ather CNS depressants
may extibit an additive CNS depression. When such combined therapy & the uwmwumm Interactions: The metabolite of quaifenesin has been found to o inCrease in prinary
Mmmmmmmmmufmmmmmmmsmm mwummummnnmu acid.
of fertility: Carcinogenicity mmmmmmmmmmmwmmmnwemgm mmmc.mmmmmmmm TUSS™ Expectorant.
0DIN TUSS™ Expectorant can cause fetal harm when administered to Ipfmﬂummm:ﬂadwmm‘ﬂ TUss™ woman
prior to numwmmmmmmmm crying, tremors, hyperactive reflexes, mwmmmmmum' m,mmm.mmamwmuumm with the
opioid wse o dose. There is no consensus on the best method of mwmnmommqsnmwzmnsnmmu Q4 h, have been used to tread withdrawal symploms in infants. The duration of uhaq:;
decrezsed as toleratzd. Nursing mathers: It is not known whether this :smrmehlurmmauwumﬁ human mik and i o in nursi ish
discontinue mursing or discontinue the drug, taking into account the importance of the drug 1o the mother WW L
mummmwmmmummmwmmmmmmmw , drowsi lethargy, L i |
dysphoria, dizziness, psyche: dependence, mood changes and blurred vision Gastrointestinal System: Navsea and vomiting occur more mmm Mhmmmmmmm care should be exercised in prescribing hydrocodone for emotionally
unstable patients and for thosa with a history of drag misuse. Such patients should be closely MWMWEW‘M Expectorant & 2 Schedule 1l narcotic. Psychic dependence, dependence and tolerance may develop upon repeated admanistration
rarcofics; therefore, VICODIN TUSS™ Expectorant abways be prescribed and admini WWSNMnmmdMHMMsMNMu of 2 withdrawal syndrome. Patients physically dependent on opioids
develo an abstinence syndrome upon wdmmmwmmnmmm mmwmmmm mmnmumm i o
dmmmmmummmmmmm anoreda, goose-flesh, i NWMMWMMM spasm and darrhea, increased
mmmmmmmmuwmmmnmrwummum %Wﬂmnﬂhw mmmm
gradually reducing the dese of opioid over a penod of several days. OVERDOSAGE: Siqns and Symptoms: Serious w respiratory depression (a decrease in
mmmmwmmmmmmm]mmmmmwwmmwmmmwmmu bradycardia and hypotension. In
mw-mmmmmmmmmummnmmumwmmmu
mmmmmum ventlation, mmmmmm;awmmwwmmmmmmmmmmmﬂ QUALITY TOWARD EXCELLENCE O
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ydrucodone. Therefse, an appropriae dose of nalouone ydrochloide shasid be administered, preferably by the ntravenaus route, Simuanenusly with efots resuscltion. For further information, Knoll Pha ical Compan
prescribing information for nalcxane hydmchloride. An antagonist should not be administered in the absence of clinically significant depeession. Orygen, fluids, vasopressors and other soppartve .0 Tmlrf' e
Teasres shouk e employed 2 . Gastc ety iy be ekl i femoving unasored g, Acledcharcal 1y b f 0 orh deetuon Foed

Whippany, New Jersey 07981 mf
BASF Growp
© 1993 Knoll Pharmaceutical Company V3110/7-93 Printed In U.S.A.
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Effective lipid management
- '"doesn't have to be tough

y.

PRAVACHOL® (pravastatin sodium) is indicated as an adjunct to diet for the reduction of elevated
total and LDL-cholesterol levels in patients with primary hypercholesterolemia (Types lla and llb)
when the response to diet alone has not been adequate.



Effective lipid management—improves key lipids

Significantly reduces LDL-C. Increases beneficial HDL-C.

X Mean percentage change from baseline after +2to +12%
10— 8 weeks of treatment with 10 to 40 mg of pravastatin®

Total C Triglycerides

LDL-C
it HDL-C
10 —
15 =
20 =
25 ~1
30 =
SO -22 to -34%

*Each arrow represents a range of means derived from a single placebo-controlled
study that included 55 patients treated with pravastatin.

e Excellent safety/tolerability profile for patients

@ Low incidence of side effects

@ Discontinuation rate fiompravastatin (1.7%) was not statistically different from that
of placebo (1.2%)

o Active liverdisease oruniexplained transaminasgelévations, pregnancy and laciation
are contraindications teithe use of pravastatin

-16 to -25% -1 to -24%

Easy dosing regimen and other patient benefits
o Wsualdose: 20mg once dailyat bedtime, with or without feed
® BRAVACHOL carl be used confidently with many other medications

PRAVACHOL

pravastatin sodium 2.

,,j;: Bristol-Myers Squibb Company

Please see CONTRAINDICATIONS, WABNINGS, PRECAUTIONS, and ADVEBSE REACTIONS in the brief summary of |
prescribing infermation on the final page of this advertisement. |



Reference: 1. Jones PH, et al. Once-daily pravastatin in patients with primary hypercholesterclemia: a dose-
responsa study. Clin Cardial, 1991,14:146-151,

nnﬂadwtmp!manm:iﬁ .ldnu
mmummandmg w&l‘gm

WNWMMMW%MWMH
A similar drug in this class produced oplic nerve deo: C
nogeniculate fibers) in cliically normal dogs In a dose-dependent fashion mufhg!dw.-adosellwl
mean levels about 30 limes higher than the mean drug level in humans taking
dose (as d by total enzyme inhibitory activity), This same drug also produced ves-
tmdluld-wesﬂsal

10, 30, or 100 mg/kg body weight, OGN0
Wdﬂwmd}mlNlrmg!rmsmmmtptoﬂslnresmwmwn}manwmwﬂ
MWWGWMW&WGmiumm those measured in given 40 mg

Hyp itivity o v of this medicati
Active Iver ined, persi devations in liver function tests (see WAR

and lactation. Atherosclerosis is a chronic and discontinuation of ipid-lowenng drugs dunng
pregnancy should have litthe impact on the outcome of long-term therapy ol Cho-
lesterol and other products of cholesterol biosynthesis ane nents for fital ds P (inchuding
synihesis of steroids and cell membranes). Since HMG-CoA red c h
and possibly the synthesis of other biclogically acive mmmmm H‘wmmbﬂ
WMMMIMIQWWTM HMG-CoA
mmmymmmmnnm MMMMWG 9
age only when such patients are highly to conceive and have been informed of the potential

hazards. |f the patient becomes pregnant while taking this class of drug, therapy should be discontinued and the
patient apprised of the potential hazard 1o the fetus.

LhrﬁmHMGm:umﬂH!nikemuherhd therapies, have been associated
with biochemical mdmhmxrmdmmmm[mmmmmm
3 times the upper imit of normal ‘on 2 or more (nol

occuring
in 1.3% of patients trealed with pravastatin in the LLS. wmmgopmodoﬂﬂnmm ﬂteseahmrmdhes
ith

rare pabents.
As with other kipid-lowening agents, liver funclion tests should be perdommed during therapy with pravastatin.
Serum aminot Mmmmmmﬂm1wmlhsgmmsam
for the first three months, every eight weeks during the incler of the first year, and p y fter (e.q.,
at about six-mon mhmmauwﬁmmmmlomﬁmlsmmmm
levats. Liver funclion tests should be aUWcmﬁ'man‘ ion and sub th d at more
i mmmmmnwmwmwm
then therapy should be inued. Persistence of sigr g

biopsy.
mmmmmamm;asdprmulm
Caution shouid b 10 patients with a history of
I Y: thm«umfmabohsml&m

w renal dysfunction secondary to myoglobinuria has been re-
prm-uh other drugs in this class. Uncomplcated myalgia has also been reported in
defined as mmumm

with either cyclosporine, gem-

There is no ‘with the use of pravastatin
haaruheenubwvedmdwﬂcallmsmwmmdwmrs
in togather with niacin. One trial of kmited size ivolving combined therapy with
mm”mmmsmnmamwmmmwmmmmm

by
The oral admatmd'lu:iﬂurwﬂmgfhg a;?mm ely 0.5 10 5.0 times
hmwdmglwalsalwmg]dpwmnlomhrﬂwmmm in a statistically significant increase in
the i in treated fermales when all treatment groups were pooled and compared to
omllds{pwﬂﬁlﬂ'emmmmmmmmJemmnmnﬁm
A chemically similar mnmmmxmmmhrzmmzsmwsmmm

weight, which resufted in app ly 3, 15, and 33 times higher than the mean human
sarum m%wmwwmadumaﬂm Liver carcinomas wene si Iy
in famales and mid- and high-dose males, with a maximum of 90 percent in males
The Incidence of adenomas of the liver was mid- and high-dose females. Drug treatment
also ly increased the incidence adenomas in mid- and high-dose males and
of the eye Harderian gland (a gland of the eye of rodents) were S Ihagher in high-dose mece than in coniroks,
MMMWWMnummmmwwmm bl wation, in the i
mmmmlmammslmd ium o Es ichia coll; a forward
mutation assay in LE178Y TK + /- cells; a ch b test in hamster celis; and a

Qena CONVersion assay using cerevisiae, In addition, there was no evidence of mutagenicity in
either a dominant lethal test in mice or a micronuclews test in mice.

In a study in rats, with dally doses up o 500 mg/kg, pravastatin did nol produce any adverse effacts on fertility

or general reproductive performance. However, m a study with another HMG-CoA reductase nhibitor, there was
decreased feriity in male rals treated for 34 weeks at 25 mg/kg body wesghl, although this effect was not
WnanMinWled&emmmnmmm

] In rals trealed mlhﬂ'nasame raduclasa inhibator at

l&)rrgfkgfdam i tubl dloss of

was observed.
Ntl‘a@mtseenwﬂhmtalm mmdmgsmmmmmmmmmamm
i dogs. The clinical significance

and giant cell f
Dflhmflﬂnuslsm
y: F X:SeeCONTmDJS.
Safety n prmrnwanwmsndbeen Pr iC in rats at doses up lo
lmmmummmmammmmmTmmmmm:m«wm:mn
the human exposure based on mmwam.nmwnm Co reductase

Inhibtor, skedetal matformations were observed in rats and mice. m.mls“wdbe
mwmummwmwwmmmmm to conceive and have
bmmmdlfaodmﬂdmm!mmm mmmlwﬂlamm it should be
i the patient advised ag "inﬁ‘\epulm the fatus.
mnsmelmntd led in human breas! milk. Because of the poten-

is excrel
hial for seripus adverse reactions in nursing infants, women faking PRAVACHOL should not nurse (see

Pediatric Use: Safety and effectiveness in individuals less than 18 years old have not been established. Hence,
traatment in patients kess than 18 years old is not recommended at this time. [See also PRECAUTIONS: General )

ADVERSE REACTIONS
Pravastatin is y wall adverse have usually been mild and transeent. In 4-month fong
nlmmmlamm1?%%mnlmmuw12%umrmmmmm

lherwyﬂ'usddlenm not
statisticalty significant. in long-term studies, The most common reasons r.lrug o

ormnw h °Mppuh;wasrumpmednmmlseemm mummsn&u&:‘ mnddﬂlugmmlem mwmh?
b oy s,
Drug Interactions). One patient developed myopalhy when clolibrate was added 10 a ly well Wmnm’mmsmuammnmmmd
regimen of tin; the: resolved when clofibrate therapy was stopped and pravastatin treatment pravastatin-ireated pabents in the placebo-contralied triaks are identified in the table below; also shown are the
:wnkmd, use of fibrates alone may d with myopathy d use pa ges of patients in whom these medical events were believed o be related or possibly related to the drug:
ke SICRK] et iy b mvokied. Al Events % Events Allributed 10 Study Drug %
General: Pravastatin may elevala creating phosphoka and levels (see ADVERSE REACTIONS] Pravastatin Placebo Pravastatin Placebo
TNsam.Idbewlstlarodnﬂwdﬂunrma!dwmofdmlpmnapulmlmlhmmmptaﬁﬁlalm Body System/Event N=900) MN=411) [N =900 (N=411)
Homazygous Famibal . Pravastatin has not been evaluated in patients with rare homo- Cardi o
zypous familial .thsgmolpmmmnfmbeenmpoﬂadlMHMG-Camm m“fmmm 40 34 o1 00
inhibitors are less effective bacause the patients lack functional LDL receptors. Drvialiic 2 ’ o !
Renal Insufficency. nmmmwmummmmzammmmmm Rashm a0 1 13 09
o renal fasd No effect was observed on the pharmacokinetics of Gastrointestinal £ ;
pravastatin or mmmmlﬁﬁmm&mmmwnmmmw bl 74 71 29 24
rd-ihlll&lht" inactn (S0 31,945). Given this small sample size, the ' 8.2 56 20 1e
administered, Wmdeweeof’mmualwnwity patients with renal imparment who are receiving Abdominal Pain 54 89 20 a9
Ba\wwmbechsdz:m g i 71 4 51
Information for Patients: tiants should be advised 1o report promptly unexplained muscle pain, lend Flalionce 3g a6 5'7 24
i fy il led by mataise or fever. 3 -
o Immunosuppressive Drugs, G Niacin {Nicoti Eryth i See WARN- Heartburn 29 19 20 0.7
il ’ Ganeral % = s -
Antipyring: Ch by tha cy Pdmmnmmmwmwmmmdpm ch"epm 37 19 03 02
astatin. Since pravastatin does nol appear 1o induce hepatic drug q BNy il is ot exp that Inhiarza 4 07 00 00
any i i of in with oiher drugs (e.g,, phenytain, quiniding) metabolzed by the cyto- M ' 1 2
e Fm‘ﬂ"'ﬂ“""m,l ey o aocrsiataN 40 10.50% dioiacain e Localized Pain 100 9.0 14 15
nwwédmmni-m when pravastatin was administered 1 hour before or 4 hours after choles- Nervous System &7 10 06 00
tyrammne or 1 hour before and a standard meal, there was no clinically significant decrease in bio- 62 a9 17 0.2
availability or therapeutic effect. (See DOSAGE AND ADMINISTRATION: Concomitant Therapy,) Dizzinace a3 32 10 05
Werfann: In a study involving 10 healthy male subjects given pravastatin and warfarin concomitantly for 6 days, Ranal/Geriitourl ! - $ :
bioavailabiity parameters al steady state for atin {pafent compound) were not alered, Pravastatin did not W",mum Y. g o 12
after the plasma protein-binding of warfarin. dosing did increase the AUC and Cmax of wartarin but Respirat - : > :
did not produce any changes in its anticoagulant action (.., no increase was seen in mean {ime after m‘fzw 70 63 00 00
6 days of concomitant However, and extréme prolongation of prothrombin time has been Rhinitis 40 a1 IJ'I 0'0
mmmnmmmmmmemmqms haye their pro- Cough 26 17 OII 00
imes. i afin is initiatled or the of pravastatin is changed., - & =
Cimetiding: The ALIC mbmwmmwmIHMmewmmimlhe Stmwwmmmmmmlmmm
Aucfurmmaslamumnunw Awﬂﬁmﬂldﬂaﬂumobwwd AUC’s for p following effects have been reported with drugs in this class:
thelnsmtﬂ e hﬁmmlstMHWMmemwlﬂ %WNWMWMMImdmm mparnmldmjrs;:ym
overall bioavadability of pravastatin plus its metabolites 5O 31,906 and SO 31,945 was not altered, 3 Hyp y Reactions: A ¥ Y Sy has been rep ‘ y which has included
Gwnﬁbmz# 1namsmnmmmmwmmmmdmm ane or more of the folk ',lsawras: iphy g lupus kg polymyalg
and there was in urinary excretion and profein binding of tafin. in addition, ica, tis, purpura, ibocytopen posnneANA ESR increase.
:Mem:ﬂahwﬁmnw:r:’asanmmmmmmhh i i 5831.mr arthritis, arth ,_uhmﬁm F pr itn mmmm:mmm
%ammm antacics |1 hour prior to PRAVGHOL sodiumi], Gastroinftestinal” pancrealitis, hepatitis, mmmmm&m fatty change in
peon o il oSk S Sts iy et et whn FARICL oo aymacamasta, oo o 0, s e
mmmme iceabl when PRAVCHOL wes added Eye: progression of ies), op o
Io diuretics, wlhypemm mrnanng-enzymmmmumm{ Lab l,M“ alities: | m serum [ALT, AST) values and CPK have been
observed (see WARNINGS).
Endoorin Function: HMG-CoA red: hibitors interfere with ct ynihesis and lower Transient, hilia has b orted. Eosi ""mﬂfluh.rrsdlorn'rmmspfsmin-
mwmmam might theoretically biunt adrenal i h duct FIssullsoaf mmm mwnmhmmmmw ‘;; HMG-CoA ..-

wmmﬂmmmnmwmamdmmmmmmmm
eflects of the drug on basal steroid hormone levels. In a study of 21 males, the mean testosterone response to
human chodionic gonadotropin was significantly reduced (p<0.004) after 16 weeks of treatment with 40 mg of
vmml-bnwm Immalmmma=50%munpmﬂlmmlmsfmm

significantly after therapy in these patients. The effects of
MWWmewmwmmmmnmlnmd

tinic acid, prmmmgﬂ'rl‘bmd MWMWMIMWdeﬂW&rﬁb@wmm
thsmpy\mlh' i with greater

d with i or in alone. No adverse reactions unique 1o the combination or i addition o
those previously for each drug alone have been i (with or without

Emms meﬂw&ﬂmdprmmﬂnm hepmwyguhdumnp..

treated with pravastatin who of endocrine dysfunction should be evaluated
Wmmmmmwnmmmmmamm:mmm
cholesterd levels is administered to also receiving other drugs (e.9., keloconazole, spironolactone, Gim
eticing) thal may diminish the levels or activity of steroid hormones.

Toxicity: CNS vascutar lesions, characterized by dar f hage and edema and claar cell
© 1993 E. R. Squibb & Sons, Inc., Princeton, NJ DK-003

Issued: Fetyuary 1993

mwmmmmmmm was used in combination with

drugs, o il o« lipid-lowering doses of nicotinic acid, Concomitant ther-

awmhﬂMGmm:meumawmauwslswalfthm (See WARNINGS:
Skeletal Muscle and PRECALITIONS: Drug Interactions.|

OVERDOSAGE
There have been no reports of overdoses with pravastatin.
Shouid an accdental cverdose occur, treat symptomats

lty and nstitute suppori as required,

@ Bristol- Myers Squibb Company



Now, for
allergic rhinitis...

ONCE
DAILY
FOR
RELIEF

Once achénAuv :

B for

~ convenience

. = Nasal
Inhaler

~ Once daily

- tr/amcmo bne acetonide)

- Once daily
for unsurpassed
%fEty Please see brief summary of prescribing information on adjacent page.

Turns patient complaints...Into patient compliance




ONCE DAILY FOR RELIEF

Nasal
Inhaler

(triamcinolone acetonide)

Turns patient complaints...Into patient compliance

DpaiLy

DONLCE
Nasacort -
(triamcinolone acetonice)

For Intranasal Use Only
Shake Well Before Using

BRIEF SUMMARY

CONTRAINDICATIONS: Hypersensitvity to any of the ingredients of this preparation
contraindicales its use.

WARNINGS: The replacement of a systemic corticosterold with a topical corticod can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may experience
symptoms of drawal, e.g., joint and’or muscular pain, lassitude and depression. Patients
previously treated for prolo periods with emic corticosteroids and transferred o topical
corticoids should be carefully monitored for acute adrenal insufficiency in response 1o stress. In
those patients who have asthma or other clinical conditions requiring long-term systemic
corticosteroid treatment, 100 rapid a decrease in systemic conticostercids may cause a severe
exacerbation of their symploms.

Children who are on |rnmuno~:;;gessam drugs are more susceptible 1o infections than healthy
children. Chickenpox and me: , for exal , can have a more senous or even fatal course
in children on immunosuppressant doses of conticosteroids: In such children, or in adults who
have nol had these diseases, particular care should be taken o avoid exposure. If exposed,
therapy with varicella zoster immune globulin (VZIG) or pooled intravenous immunoglobulin
(IVIG), as appropriate, may be indicated. If chickenpox develops, treatment with antiviral agents
may be considered

The use of Nasacort Nasal Inhaler with allernate-day systemic prednisone could increase the
likedihood of hypothalamic-pituitary-adrenal (HPA) suppression compared to a therapeulic dose
of either ane alone. Therefore, Nasacort Nasal Inhaler should be used with caution in patients
already receiving altemate-day prednisone treatment for any disease.

PRECAUTIONS

General: In clinical studies with triamcinolone acetonide administered intranasally, the
development of localized infections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may reguire treatment with appropriate local
therapy and discontinuance of treatment with Nasacort Nasal Inhaler

Triamcinolone acetonide administered infranasally has been shown to be absorbed into the
systemic circulation in humans. Patients with active rhinitis showed absorption similar o that
found in normal volunteers. Nasacor at 440 mecg/day for 42 days did not measurably affect
adrenal response to a six hour cosyntropin test. In the same study prednisone 10 mg-dasm
sgmﬁcz]mtll,r reduced adrenal response 1o ACTH over the same period [see CLINICAL THIALS
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 corticostercids on wound healing in patients who have
expenenced recent nasal septal ulcers, nasal surgery or trauma, a corticosteroid should be
used with caution until healing has occurred

When used at excessive doses, systemic corticosteroid effects such as hypercorticism and
adrenal suppression may appear. If such changes occur, Nasacon Nasal Inhaler should be
discontinued slowly, consistent with accepled procedures for discontinuing oral steroid therapy.

Information for Patients: Pabents being reated with Nasacort Nasal Inhaler should receive
the following information and instructions.

Patients who are on immunosuppressant doses of corticosteroids should be warmned 1o avoid
exposure 1o chickenpox of measles and, it exposed, lo obtain medical advice

Patients should use Nasacort Nasal Inhaler al regular intervals since its effectiveness depends
on its regular use. A decrease in symptoms may occur as soon as 12 hours after starting steroid
therapy and generally can be expected 1o occur within a few days of initiating therapy in allergic
rhinitis. The patient Id take the medication as directed and should nol exceed

prescrived osa?e The patient should contact the physician if symptoms do nol improve after
three weeks, or if the condition worsens, Nasal imtation and/or burning or stinging after use of
the spray occur only rarely with this product. The patient should contact the physician if they
oceur

For the proper use of this unit and to afain maximum improvement, the patient should read and
foliow 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, Mutag Animal studies of tnamcinolone acetonide to test its
carcinogenic potential are underway.

Impairment of Fertility: Male and female rats which were administered oral tnamcinolone
acetonide at doses as high as 15 meg/kg/day (110 'm?/day, as calculated on a surface
area basis) exhibited no evidence of impaired fertility, The maximum human dose, for
comparison, is 6.3 mcg kﬂ day (240 mcg/m#/day). However, & few female rats which received
maternally loxic doses of B or 15 mcg/kg/day (60 meg/m?/day or 110 meg/m? day, respectively,
as calculated on a surface area basis| exhibited dystocia and prolonged delivery

NADBX193(X)A

Developmental toxicity, which included increases in fetal resorplions and stillbirths and
decreases in pup body weight and survival, also occurmed at the maternally toxic doses
25- 150mg-'-r.%'dayot - 110 meg/mé/day, as calculated on a surface area basis).
productive performance of female rats and effects on feluses and offspring were comparable
between groups that received placebo and non-toxic or marginally toxic doses (0.5 and 1.0 meg/
kg/day or 3.8 meg/m?/day and 7.0 meg/m?/day)
nancy: Pr;?nancy Category C. Like other corticoids, tiamcinolone acetonide has been
shown 1o be le og(g\uc in rals and rabbits. Ter; nic effiects, which occurred in both species
at 0.02, 0.04 and 0.08 mg/kg/day [a'ﬁgrowmamry 135, 270 and 540 mcg/mé/day in the rat and
320, 640 and 1280 meg/m®/day in the rabbit, as calculated on a surface area basis), included a
low incidence of cleft palate and/or internal hydrocephaly and axial skeletal defects. Teratogenic
effects, including CN;:nd 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 m%;kg'day used in these loxicology studies are approximately 12.8, 25.5, 51, and 318.7
times the minimum recommended dose of 110 meg of Nasacort per day and 3.2, 64, 12.7, and
B0 times the maximum recommended dose of 440 mcg of Nasacort per day based on a patient
bogg w:éght of 70 kg. Administration of aerosol by inhalation fo pregnant rats and rabbits
produced embryotoxic and fetoloxic effects which were comparable to those produced
administration by other routes. There are no agguate and well-controlied studies in pregnant
women. Triamcinolone acetonide should be used during pregnancy only f the polential fil
justifies the potential risk to the fetus
Experience with oral corticoids since their introduction in pharmacologic as opposed 1o
¢ doses suggesis thal rodents are more prone 1o feral nic effects from corticoids
than humans. In addition, because there is a natural increase in glucocorticoid production during
pregnancy, most women will require a lower exogenous steroid and many will not need
corticoid treatment during pregnancy.
Nont ic Effects: Hypoadrenalism may occur in infants bom of mothers receving
corticosteroids during pregnancy. Such infants should be carefully observed
Nursing Mothers: It is not known whether triamcinolone acetonide is 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 1o cause growth suppression in children and leenagers,
particularty with higher doses over extended If a child or leenager on coricoid
:ﬁce'ars 10 have growth suppression, the possibility that they are particularly sensitive o this
of steroids should be considerad.
ADVERSE REACTIONS: In controlled and uncontrolled studies, 1257 patients recerved
treatment with intranasal triamcinolone acetonide. Adverse reactions are based on the 567
patients who received a product similar to the marketed Nasacor canister. These patients were
treated for an average of 48 days {range 1 10 1 l?gggsct.ama 145 patients enrolled in
uncontrolled studies recefved treatment from 1 1o ys (average 332 days)
The most prevalent ach p ce was headache, being reported by approximately 18%
of the patients who received Nasacort. Nasal irritation was reported by 2 8% of the patients
receiving Nasacort. Other nasopg::éyngeal side effects were reported by fawer than 5% of the
patients who received MNasacort included: dry mucous membranes, naso-sinus congestion,
throat discomfort, sneezing, and epistaxis. The complaints do not usually interfere with treatment
and in the controliad 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 expenences may
be expected, but systemic adverse experiences are unlikely (see OVERDOSAGE section)
OVERDOSAGE: Acute overdosa#ebemlh this dosage form is unlikely. The acute lopical
application of the entire 15 mg of the canister would most fikely cause nasal imitaion and
headache. It would be uniikely to see acute systemic adverse effects if the nasal application of
the 15 mg of mamcinolone acetonide was administered all at once.

Caution: Federal (U.S.A) law prohibits dispensing without prescription
Please see product circular for full prescribing information

REFERENCES; 1. Winder J, Barker J, Ball T, et al: Intranasal inamcinolone acetonide aerosol
versus beclomethasone dipropionate aqueous spray in Ferennial allergic rhinitis, Medica/
Interface 1992;5(6, suppl):16. 2. Data on file, Rhdne-Poulenc Rorer Pharm inc. 3
Findlay S, Huber F, Garcia J, et al: Efficacy of once-a-day intranasal administration of
tiamcinolone acelonide in patients with seasonal allergic rhinitis. Ann Allergy 1992,68(3).228-
232 4. Storms W, Bronsky E, Findlay 5, et al: Once daily riamcinolone acelonide nasal spray is
effective for the treatment of perennial allergic rhinitis. Ann Al 1991.66(4):329-334, 5. Feiss
G, Morris R, Rom D, et al: A comparative study of the effects of intranasal triamcinolone
acetonide aerosol (ITAA) and prednisone on adrenocortical function. J Affergy Clin Immunof
199289(6:1151-1156
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NOW FOR BED-WETTING...

Waking up dry,




i

morning after morning

DDAVP” Nasal Spray...works hand in hand
with behavior modification to help

control bed-wetting, a disorder that affects

5 to 7 million children nationwide.!

Works safely
m Well tolerated. .. an incidence of adverse events comparable to placebo

® No adverse experiences reported in a study of 28 children, 11 treated
for 12 to 42 months?

® Approximately 20 years of safe use in children with diabetes insipidus®

Works effectively, rapidly
® Success rates as high as 82%*
® Significant response in as few as 1-3 days®

Works to improve children’s self-concept

m Children frequently experience feelings of happiness and achievement
at becoming dry?®

® Significantly improves self-concept, restores quality of life’

Nighttime fluid intake should be restricted to decrease the potential occurrence of fluid overload; serum electrolytes
should be checked at least once when therapy is continued beyond 7 days.

[ DDAVP N asal Spray

(desmopressin acetate) 5mL
Dry Nights For Good Mornings

Please see Brief Summary of prescribing information on following page.




DDAVP Nasal Spray

(desmopressin acetate) 5mL
Dry Nights For Good Mornings

Known hypersanstivty 1o DOAVP Nasal Spray.

o=

hgbﬂ m:&um in particular, flud intake should be adjusted in order 1o

decrease the potential occurence of water
Particular aflention should be paid 1o the possibity of the rare occurrence of an extreme decrease in
csmikaily and resulting sequres

Generat mmmammmmmmammumme which disappeared wih a

feducton n be used with cauton in with of candiovas-
e dosage c‘dn.l;l A0S Do Y in patients wih coroniary artery insufficiency andlor hypentensive
DOMP Masal Spray mmmmmmmmmmmwmmmam

E’

mmmmynnw
Ceniral Cranial Diabeles insipiss: Since DDAV Soray 15 used
ummmmm unriskable absorption in which case DOAVP
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Py Rl Ensese ] o nfh sl mucosa b ot et absrpon ey el DDA -

i i i it ] nmeraﬂ have ed may resull Nasal Spray

Information for Patients: Patients should mmmwmmmmmdm

aher 50 doses shoukd be descarded since the amount deivered thereaier muu{ mummm

ummmnMWWMMhmmm e instructad Io read directions on use of

SPYEY pump Caf 88

Lsberatory Tests: Laboratory ests fo following the patiert with cenial cranil diabetes insipidus of post-surgical of head

Wﬂmm«mmm hmmmmahb;m mmmmm
mwem ’mb:“' mmmwn;mdnmm

Q&NPW olher mshuﬁ W pabent monioring ; vy

umm m*—'m“ No further ]

F\ap&;.g doses up fo 12.5 times the human inranasal dose fie.

wmm Mrmmmarwmhmmummm
mmﬂmmnmmmm

mmwuwmm asnppwdnggmﬁms

require careful fiud intake restnction o prevent i
the pabient wilh afiention in ifie very young o the danger mmmnmmm resulting comvuisions. Dose
should start at 0.05 ml o less.
[hrdmsg:"rﬁ mmmmmmmdﬁsum

use in

e reports of an qw mw qrealer mﬁms months. Some patients may show a decreased
others a shortened There & no evidence s effectis due o the developmen of antibodies
hemmmm-umdhm

Inlrequently, high dosages have produced iransient headache and nausea. Nasal , rhnifis and

mmwrmmmmmmmm with reduction in dos-

128

throat, cough and respfmnm-sm been
ﬁmmwmmmdm wmmmmwmmmmw
pwoal study dala for noclurmal enuress “
PLACEBO !l
sy %5 i
B awor : % 5
A

Abdominal Pan 0 2 2

Asthenia 0 0 2

Chels 0 0 2

Headache 0 2 5

Thecal Pain 2 0 0
NERVOUS SYSTEM h ; 0

Wﬂhn'w 0 0 3
RESPRATORY SYSTEM : : §

e 3 ; a

thsm 2 8 k|
CARDICNASCUILAR SYSTEM

Vasodiiabon 2 0 0
DIGESTIVE SYSTEM

Gastroinestinal Disordes 0 2 0

Nausea 0 0 2
SKIN & APPENDAGES

Leg Rash 2 0 0

Rash 2 0 0
SPECIAL SENSES - s g

Edema Eyes 0 2 0

Lachrymation u 0 2

decreased, or he mhmmduwﬂm “EEEI'I}N‘W N ;ﬁbm‘ﬁ W%ﬂ'
Mﬂdwwmgﬁ‘k‘ “W

mmnmmmm nebnnqsummumquxmmmﬁmmmmwu
with two rhinal lube per carion (NDC ?SMQI]szstnpwa (36"-46"F). When
wil mantain hmb?mmmansmd foom
Federal (U.SA | w prohibits dispensing wihoul u'mmm
Piease see full prescribing information in product circular,

References: 1. Roth D: Introduction to Current Concepts in the A ent of Primary Nocturnal Ensresis
Proceedings from a symposium sponsored by the Baylor of Medicine: January 1991. 2. Miller K, Goldberg S,
Atkin B: Nocturnal enuresis: Experience with long-term use of intranasally administered desmopressin. / Pediatr
1989;114 (Part 2):723-726. 3. Harris AS: Clinical experience with desmopressin: Efficacy and safety in central diabetes
insipidus and other conditions. / Pedialr 1989;114(Part 2).711-7T18. 4. Rittig S, Knudsen LB, Sorenson S, et al:
Long-term double-blind cross-over study of desmopressin :nlrﬂnasal spray |n the mangement ufnmllmul Enuresis.
In; Meadow SR, ed. Desmopressin in Nocturnal Enuresis: P of an England
Horus Medical Publications; 1988:43-55. 5. Aladjem M, Wohl R, Bolchis H, et al Dnmnpm-.m In nocturmal enuresis
Arch Dis Child 1982,57:137-140. 6. Baker BL: Symptom treatment and qmrlnln substitution in enuresis. | Abmorm
Pryeh 1969,74:42-49. 7, Moffat MEK: Nocturnal enuresis: Psychologic implications of treatment and nonireatment

J Peddiatr 1989;114 (Part 2):697-704

Manufactured for
C RHONE-POULENC RORER

RHONE-POUL 5 IMC.

500 A RCAD
COLLEGEVILLE PA 18426
By Ferring Pharmaceuticals, Malmi, Sweden

DPO6R92 892 FC#092-548 1992 Rhine-Poulenc Rorer Pharmaceaticals Inc. Printed in LLSA

YOUR FREE
CATALOG
KNOCKED
MY SOCKS

OFF”

We get that sort of comment all
the time. People are impressed
that our free Consumer
Information Catalog lists so many
free and low-cost government
booklets. There are more than
200 in all, containing a wealth of
valuable information.

They tell you how to make money,
how to save money and how to
invest it wisely. They tell you
about federal benefits, housing
and learning activities for children.
They fill you in on nutrition, jobs,
health and much, much more.

Our free Catalog will very likely
impress you, too. But first you
have to get it. Just send your
name and address to:

Consumer Information Center
Department KO
Pueblo, Colorado 81009

A public service of this publication and the Consumer Information
Center of the U. S. General Services Administration
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Effective with a low
B incidence of peptic ulcers*®

Cumulative rate of ulcers by duration of treatment
in U.S. clinical trials' with Relafen 1000 to 2000 mg/day

Cumulative
incidence
of ulcers

Treatment
interval

1000 mg

Number of
patients
1500 mg 2000 mg

0.3%"
0.5%*
0.89%8

3 to 6 months

up to 1 year

up to 2 years

1064

833

540

712 84
614 69
513 46

195% confidence intervals (0.0%, 0.6%).
195% confidence intervals (0.1%, 0.9%).
§95% confidence intervals (0.3%, 1.3%).

Patients may have been treated at more than one dosage level.
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'{ RELAFEN

Effective with a low
incidence of peptic ulcers*

*Other G.l. symptoms comparable to
other NSAIDs. Please see brief summary of
—prescribing information on adjacent page.




RELAFEN

NABUMETONE

5
RELAFEN
brand of nabumemne <
hey ibing information in SmithKline Boecham Ph icals i or POR. The
follmlg is o brief wmrr

CLINICAL PHARMACOLODGY: Aelaforn is  nonsteroidal anti-mfiammatory drug (NSAID] that exhibits anti-inflamma-
Tory, analgesic and antipyretic properties in pharmacologic studies. As with other nonsteroidal anti-inflammatory
agents, its moda of action is not known. However, the ability to inhibit prostaglandin synthesis may be invalved in the
ant-mflammatory effact

The parent campound 152 ﬂﬁ rugg, which 3 Epalic 1o the active component, G-mathoxy.
Z-naphthylacetic acid (EMNA), a potent mhibitor of urusmglandm sythesis

INDICATIONS AND USAGE: Acute and chronic of signs and symp of hritis and rh

arthritis.

CONTRAINDICATIONS: Fatiants | 1]who have p b ¥ tait; (2} inwhom Refafen, aspinn

or other NSAIDS induce asthma. urticatia of other allmy: type IeACtions

WARNINGS: Remain alert for ulceration and biseding in patients treated chronically, aven in the absence of previous
G tract symptoms

In commothed clinical triaks invotving 1,677 patlents treated with Refafen {1,140 followed for one year and 327 for two
years), the cumilative incidence of peptic ulcars was 0.3% (5% CI, 0%, 0.6%) at three to s manths, 0.5% (95% CI;

0/1%, 0.9%) at one year and 0,8% (35% C1, 0.3%, 1.3%] at two years. Inform patiants of the signs and symptams of
senious G| 1oxiciy and what steps to take if they occur in patients with active peptic vicer, weigh the henefits of
Relaten therapy against possible hazands, institule an approgriate vicer treatment regimen and monitor the patients

peogress canefully

Inconsidenng the use of relatively large doses (within the recommended dosage range). anticipate benefit sufficient
to nffsat the potential increased risk of 6.1 toxcity

PRECAUTIONS: Because ve hepatic balism. no of Refafen dosage is
generally necessary in patients with tenal insafficiency. However, as wath all NSAIDs, monitor patients with impaired
rengt functinn more closely than patients with normat ranal function

Evaiuate patients with symptoms and/or signs suggesting liver dysfunction, or in whom an abnormal liver test has
pecurred, for evidance of the developmant of & more severe hepatic reaction while on Relafentherapy. IFabnormal liver
tests persist of worsen, if chnical signs and symptoms consistent with |ver disease develop, or if systemic
manifestations ocour (&g, eosinophilia, rash, ete | discontinie Relafen Use Ralafencautiously inpatients with severs
Ispatic impairment

A5 with other NSAIDs, use Relafen cautiousty in panents with a history of o heart failure, hyp o
othet conditions predisposing to Nuid retention
Basedon LUV light y lesting, Redafenmay be associated with reactions tosun exposure than might

be expected based on skin rannmq types

Physicians may wish 1o discuss with their patients the potential nsks (see WARNINGS, PRECAUTIONS and ADVERSE
REACTIONS) and likely benafrts of NSAID teatmant, particularly when the drogs are used lor less serious condstions
whare treatment without NSAIDs may réprasent an acceptable aliermative to both the patient and thi physician

Exarcise caution when administering Aelafen with warfarin since interattions have been seen with other NSAIDs

Irr Twu year studies conducted m mice and rats, nabumetona had no statistically significant tumorigenic etfect
drd not show genic potential in the Ames test and mouse micronucieus test in vivo However,
nabumetone- and GMNA-treated lymphocytes in culture showed chromosomal aberrations at B0 meg/ml. and higher
concentrations (egual to the average human exposure 10 Relafen at the maximum recommended dose)
Nabumetone did not mpait fertility of make or female rats treated orally at doses of 320 mg/kg/day before mating
Pregnancy Category C: Nabumetong did not cause aiy teratogenic etfect in rats given up to 400 mg/kg and in rabbits
up 10 300 mp/kg orally. However. increased post-implantation loss was observed (n rats at 100 mg/kg orally and at
tugher doses {equal to the average human exposure to BMNA at the maxmym recommended human dose) Thero are
ria adequate, well-controlled studses in pregnant women. Use the drug during pregnancy only it cleasly needed. Because
of the known etfect of prostaglandin-synthesis-inhibiting drugs on the human fetal cardiovascular system [closure of
duotus arterioses), use of Ratafen during the third trimester of pragnancy is not recommendad

The effects of Reiafenon labor and delivery m women are not known, As with other drugs known to inhibit prostaglandin
synthasis, an increased incidence of dystocia and delayed parturition eccurred in rats treated throughout pregnancy

It 15 nat known whather nabumetone or its metabolifes are excreted in human mitk. however, BMNA is excreted in the
milk of lactating rats. Because of the possible adverse effects of i symithesis-mhibiting dregs on neonates.
Ffe-m.‘r'r- 1% not racommended ‘-(I‘ usein ||I.'TSI|‘|I_J maothers

Satety and efficacy i children hava not been established

U the 1677 patients in U.S. clinical studies who were treated with Relafen, 411 patients {24%) weee B5 years of age
o4 older; 22 patients (1%) were 75 yeans of age of older. No overall differances in efficacy or satety were observed
Ietwien thesa older patients and younger ones_ Similar results were observed in 3 one-year, non-U. 5. pastmarketing
surveillance study of 10,800 Relafen patients; of whom 4,577 patients (42%] were 5 years of age or obder

ADVERSE REACTIONS: Incidence >1%—Probably Cousally Related—U0iaihea (14%], dyspepsia (13%)
abdominal pain (12%), constipation”, flatulence®, nausea”, positive stool guarac®, dry mouth, gastritis, stomatitis,
vomiting, durpiness®, headache® ‘J[Iglﬂ.‘ IﬂUPn!Sl!U SWEBLING, iNSOmnia, nervousnass, somnolence, pruritus®, rash®

tinnitus”, gdema*

*Incedence of reported reaction between 3% and 8% Reactions occurning in 1% to 3% of the patients are unmarked

Incidence <1%—Probably Causally Related'—Ananexia, cholestatic jaundice, duodenal ulcer, dysphagia, gastric
ulcer, gastroentaritis, gastrointestinal bleeding, incteased appetita. liver function abnormalities, mefena, asthenia
agrtation, anxiety, confushon, dnmestlurl malarse, paresthesia. tremor, vertigo, bullous gruptions, photosensitivity,
urticaria, pseudoporpivia cul;u\na tarda, muf eprdarmal necrolysis, vasculins, wesght gain, dyspriea, eosinophilic
i, Brotemaa, Mypenircemia. wnterstitial nephritis, vaginal bleed
ing. abnprmal vision, fyiactand reaction, i g  edama

Incid “1%—Causal Ralationship Unk 4 it

enctation, gallstones, gingivins.
glossitis, pancreatitis, réctal blseding, nlgnrulau'b atng, alopecis, ‘erythema multiforme, Stevans-Jatinson Syndrome,
angina. arrhythmia, hypertension, myocardial infarction, pal SyICOpE, asthma, cough
dysuria, hematuria, impotence, renal stones, laste disorder, fevar |:h|||s anemia, leukopenia, granulocytopenia,
thrombocytopenia, hyperglycemia, hypokalemia, weight loss

Adverse reactions reported only in workiwide postmarketing expenence or in the iiterature, not seen in climeal trials,
are conssderad rarer and are itahcized

DVERDOSAGE: I acute overdose nccurs, empty the stomach by vomi [I!I? or [avage and institute general supportve
measures as necessary Activated charcoal, up to 60 grams. may effectively reduce nabumetone abisarption
Coadministration of nabumetone with charcoal to man has rasuited in an B0% decrease in maximem plasma
cincentrations of the active metabolite

(e pvardose occurred in a 17-veat-okd female patsent who had a history of pain and was hospitalzed lor
increased abdominal pain following ingestion of 30 Relafen tablets (15 grams total), Stoods ware negative for occult
Blood and there was ng fall in serum hemogiobin concentration. The patient had no other symploms. She was given an
H-receptor antagonist and discharged from the hospital without sequelae.

DOSAGE AND ADMINISTRATION: Recommendad staring dose; 1000 mg taken as a sngle dose with or without
Inod: Some patients inay obtain mare symptomatic relief from 1500 mg to 2000 mg daily. Dosages over 2000 mg daily
have nat been studied. Use the lowest eftective dose for chronic treatmant

HOW SUPPLIED: Tablets: Oval-shaped, film-coated. 500 mg-white, smprnted with the product name RELAFEN and
500, in battles of 100 and 500, and in Single Unit Packages of 100 [intendad for institutional use only). 750 mg-beige,
imprinted with the product name RELAFEN and 750, in bottles of 100 and 500, and in Single Uit Packages of 100
lintanded for instiutional use only)

Store at controlled room temperature (537 (o 85°F) in well-ciosed container, dispense i light-resistant contame

500 mg 100°s: NOC 0023-4851-20 750 mg 100°s: NDC D029-4852.20
500 mg 500's: NDC 0029-4851-25 750 mg 500's: NOC 0029-4852-75
500 mg SUF 100°s: NDC 0079-4851-21 750 mg SUP 100°s: NDC 0023-4852-21
BASALLS

Reference:

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

SmithKline Beecham
Pharmaceuticals

Philadelphia, PA 19101

©SmithKline Beecham, 1993

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

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

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

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

* CME requirements of state licensing boards,
state and specialty societies, and the AMA
Physician’s Recognition Award.

* State and national society meefing dates.

* Easyto-use listings of selfassessment and

personalized/focused CME programs.

The ConﬁnuinQ__Mé&;’d Education Directory serves
as a unique reference for CME planners, too.
To order your copy;, call 800 621-8335

(OP412492DS). The price is only $36 for mem-
bers of the AMA and $45 for nonmembers.

American Medical Association

Physicians dedicated to the health of America




Way CONSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

¥ Convenient, onee-daily dosing for all indications
7 Effective control of blood pressure and angina
7 Cardioprotection—improving survival during and after MI'2*

7 Well-tolerated

* Good ofinical judgment suggests thit patients who are dependent on hetie stimulation for & 5 output and BP are not good candidates for beta blockae.
In addition to patients excluded from the 1SIS-1 study, those with borderling BP ue systolic <120, esmclally if over age 60) are less likely to benefit.
References: 1. I51S-1 (First Intermational Study of Infarct Survival) Collaborative Group. Randomised trial of atenolol among 16 027 cases of suspected acute myocardial
infarction: 1SIS-1. Lancet. 1986;2:57-66. 2. Glamann DB, Lange RA, Hillis LD, Beneficial effect of longterm beta biockade after acute myocardial Iﬂféwm in pstlams without
anterograde flow in the infarct artery, Am J Cardiol. 1991:68:150-154,

See adjacent page for brief summary of prescribing information.

I.V. INJECTION/TABLETS

NORMIN

(atenolol)




L.V, INJECTION/TABLETS

) 25, 50, 100 mg tablets
(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE IN RT.)
INDICATIONS AND USAGE: Hyplmmlon TENORMIN is mﬂu:alen in the management of hypertension. It may be used alone or
concomitantly with other antihypertensive agents, particularly with a thiazide-type diuretic.
Angina Pectoris Due to Coronary Atherosclarcsis: TENORMIN is indicated for the long-term maﬂagemem of patxents with angina pectoris.
Acuts Myocardial Infarction: TENORMIN is indicated in the of able
acute myocardialinfarction to reduce cardiovascular mortality. Treatment can be initiated as soon as the patient’s clinical condition allows.
{See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like
those who were excluded from the 1SIS-1 trial (blood pressure tess than 100 mm Hg systalic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups (eg. elderty patients with systalic bload pressure below 120 mm Hg)
seemed less likely 1o benefit.
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac failure. LSss WARNINGS )
WARNINGS: is necessary in

blackade carries the potential hazard of further depressing myocardial contractility andp prempnaimn more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and
atenolo! slow AV conduction.

TENORMIN® { 25, §0,100 mg tablets
In a study of 477 patients, the folhwmg adverse events were

In the subsequent International Study of Infarct Survival (1815-1)

In patients with acute myocardial infarction, cardiac failure which is not promptly and effectively

ar therapy is a 10 beta-blocker treatment.

In Patients Without 2 History of Cardiac Faiture: Continued depression of the myocardium with beta-blocking agents over a period of
time can, in some cases, lead to cardiac failure. At the first sign or symptom of i
and/or be given a diuretic and the response observed closely. If cardiac failure continues despite adequate digitalization and diuresis,
TENCRMIN should be withdrawn. (See DOSAGE AND ADMINISTRATION.)

Cessation of Tharapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, shouid be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the of
arrhythmias have been reported in angina patients following lhe ahrupl discontin

complications may occur with or without is. As with other
of TENORMIN is planned, the patients should be carefutly observed and advised to fimit physical activity to a minimum. if the angina

reported during ether i andsor oral includin &v&a ‘hfli'lxtw p?hemls to': wuhom 3.0?7 v;me randcmidzedg
receive reatment, the dosage of intravenous and sul
Conventional Conventional ie‘q uent oral TENORMIN was either discontinued or reduced for the
rapy Therapy Jollowing reasons:
ients with definite or ted Plus Atenolol Alone Reasons for Reduced Dosage
(1=244) (1=233) IV Atenclol i
Bradycardia 43 (18%) 4 (10%) Reduced Dose Cral Partial
Hypotension 60 (25%) 3 (15%) {<5mg)* Dose
Bronchospasm 3 (1.2%) 2 (0.9%) - -
Heart Failure 46 (19%) 56 (24%) Hypotension/Bradycardia 705 (1 326) 1168 (14.5%)
Heart Block 11 {45%) 10 (43%) Cardiogenic Shock 04%) 35 {44%)
888 + Major ; ; Reinfarction 0 (O%J 5 {.06%)
1tailure, and beta Axis Deviation 16 (6.6%) 8 (12%) Cardiac Arrest 5 (.06%) 28 (,34:/.7
Supraventricular Tachycardia 28 (115%) 45 (19%) HeanBlock (>firstdegree)  § (06%) 143 (1.7%)
Atrial Fibridlation 12 (5%) 29 (11%)  Cardiac Fallure 1 (01%) 233 (2.9%)
- ) Atrial Flytter 4 (16%) 7 (3%)  Arthythmias 3 (.04%) 22 {.27%)
1 by 80 mg of icular T: i 39 (16%) 52 (22%) Bronchospasm 1 {01%) 50 (62%)
Cardiac Reinfarction 0 (0%) 6 (26%)  “Fylldosage was 10mgand some patients received less than 10 mg
cardas falut, paients houls e uly Galzed B S et 4 ‘}EZ; I }2;??,3 but more than 5 mg.
Deaths 7(28%) 16 (6.9%) During postmarketing experience with TENORMIN, the fallawing
Cardiogenic Shock 10 4%) 4 (1.7%) have been reporied in temporal refationship 1o the use of the drug:
of elevateﬂ_\lvgr enzymes‘ar!dlor bilirubin, headache, impotence,
ity R, 0 ) 1) e e
therapy with beta blockers. The last two 0 (%) 2 (0.9%) like other beta blockers, has been associated with the development
Renal Failure 1 (04%) 0 (%) of (ANA) and tupus synd
Pulmenary Emboli 3 {1.2%} 0 (0%)

worsens or acute coronary i develops, itis that TENORMIN be promptiy rei at least
Because coranary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENORMIN therapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.)

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative bata, selectivity, however, TENORMIN may be used with caution in patients with bronchospastic diseass who
do not respond tu, or cannot tolerate, other antihyperiensive treatment. Since beta, sefectivity is not absolute, the lowest possible
dosa of TENORMIN should be used with therapy initialed at 50 mg and a beta, -llmlllliilnn agent (bronchadilater) should be made
available. if dosage must be increased, dividing the dose should be considered in order la achieve lower paak blood levels.

Angsthesia and Major Surgery: it is not advisable to withdraw beta-adrenoreceptor blocking drugs prior 10 surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Yagal
dominancs, if it accurs, may be corrected with atropine (1-2 mg IV).

Additionall '{ caution should be used when TENORMIN L.V. Injection is administered concomitantly with such agents.

TENGRMIN, like other beta biockers, is 2 competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterenol with caution (see section on OVERDOSAGE).

Diabetes and Hypoplycomia: TENORMIN should be used with caution in diabetic patients if 2 beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with but other such as dizziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypaglycemia and, unlike nonsetective beta
blockers, does not delay recovery of biood glucose to normal levels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (e, tachycardia) of hyperthyroidism. Patients suspected of
‘having thyroid disease should be monitored closely when administering TENORMIN ).V, injection. Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. (See DOSAGE AND ADMINISTRATION.)

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

Atenalol has been shown to produce adose-related increase in embryo/fetal resorptions in rats at doses equalto or greates than 50 mg/kg/day
or 25 o more limes the maximum recommended human antihypertensive dose. ” Although similar effects were not seen in rabblls the compound
‘was not eval in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum human

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

PRECAUTIONS: General: Patients aiready on a beta blocker must be evaluated carefully before TENORMIN is administered. nitial and
subsequent TENORMIN dosages can b adjusted on clinical including pulse and blood pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.

impaired Renal Function: The drug should be used with caution in patients with impaired renal function. (SEE DOSAGE AND
ADMINISTRATION.)

Drug Interactions: Catecholamine-depleting drugs (e, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIN plus a catecholamine depletor should therefare be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertiga, syncope, or poshual hypatension.

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be cansidered potential adverse effects of TENORMIN.

Hematologic: Agranulocytosis.

Allergic: Fever, combined with aching and sore throat, laryngospasm, and resptratory distress.

Central Mervaus System: Reversible mental depression progressing to catatonia; visual disturbances: hallucinations: an acute
reversible syndreme characterized by disorientation of time and place; short-term memory loss; emotionat lability with slightly clouded
sensorium; and, decreased performance on neurgpsychometrics.

arterial ischemic colitis.

Other: Erythematous rash, Raynaud's phenomenon.

Miscellaneaus: There have been reports of skin rashes and/or dry eyes with the use of befa ic blocking drugs. The
reported incidence is small, and in most cases, the symptams have cleared when treatment was withdrawn. Discontinuance of the drug
should be cansidered if any such reaction is nat otherwise expficable. Patients should be closely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

The syndrome with the beta blocker practolol has not been reported with TENORMIN. Furthermore, a
number of patients whe had previcusly demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resclution or quiescence of ihe reaction
OVERDOSAGE: Overdosage with TENORMIN has been reported with patients surviving acute doses as high as 5 g. One death was reported
in a man who may have taken as much as 10 g acutely.

The predominant symptems reported foflowing TENORMIN overdose are lethargy, disorder of respiratory drive, wheezing. sinus pause,
and bradycardia. Additionally, common effects associated with ovemusage otany beta-adrenergic blocking agent and which might also be
expected in TENORMIN overdose are cong: heart failure, and/ar

Treatment of overdose should be directad to the removal of any unabsomed dug hy induced emesis, gastric lavage, or administration
of actated charcoal. TENORMIN can be removed from the general circulation by hemodial Other treatment iities should be
employed at ihe physician's discretion and may include:

BRADYCARDIA: Atropine intravenausly. If there is no respanse to vagal blockade, give isoproterenol cautiously. In refractory cases, a
transvenous cardiac pacemaker may be indicated

HEART BLOCK (SECOND OR THIRD DEGREE): or cardiac

CARDIAC FAILURE: Digitalize the patient and administer a diuretic. Glucagon has been reported 10 b8 useful.

HYPOTENSION: Vasopressors such as dopamine or norepinephrine (levarterenol). Monitor blood pressure continuously.

BRONCHOSPASM: A beta, stimulant such as or andior phy

HYPOGLYCEMIA Inttaverlous glucose.

may require intgnsive Support care and facilities for applying cardiac and respiratory support.
DOSAGE AND mmlsmnou Hypertension: The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to
diuretic therapy. The full effect of this dose will usuaily be seer within one to two weeks. If an optimal response is not achieved, the dosage
should be increased to TENORMIN 100 mg given as one tablet aday. Increasing the dosage beyond 100 mg aday is unlikely to pmduce any
further benefit.

TENORMIN may be used alone or
prazasin, angd alpha-methyldopa

Annlna Pectoris: The initial dose of TENORMIN is 50 mg given as one 1ablet 2 day. If an optimal response is not achieved within one
week, the hauld be increased to TENORMIN 100 mg given as one ablet a day. Some patients may require a dosage of 200 mg once

fy with other antih agents incluging thiazide-type diuretics, hydralazine,

Beta blockers may exacerbate the rebound which can follew the wil of clonidine. Ifthe twn drugs
the beta blacker should be withdrawn several days before the gradual withdrawal of clonidine. If replacing clnmdme by beta-blocker
therapy, the introduction of beta blockers should be defayed for several days after clonidine administration has stopped.

Cautign should be exercised with TENORMIN 1.V. Injection when given in close prox:mny with dmgs that may also have a depressant
effect on myocardial contractility. On useof i verapamit has resulted
in serious adverse reactions, espemally in patients with severe cardiomyopathy, congestive heart failure, or recent myocardial infarction.
and aspirin is limited. Data trom several studies, ie, TIMI-I}, 1SIS-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myecardial infarction sefting.

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

of Fertility Two long-term (maximum dosing duration of 18 or 24 menths) rat studies and
onelong-term {maximum dosing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihyoeneﬂsive dose,” did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihyperiensive dose*)
resulted in increased incidences of bemgn adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior nllulmy and thyroid celt in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant fethal test (mouse), in vivo cylogenetics test (Chingse hamster), or Ames test (S typhimurium).

Fertility of male or female rats {evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
do:e;| ‘) wlas unaffected Iyy atenolol administration.

( ing oral

inanimals have revealed th
cells of Brunner's glands in the duadenum of both male and femate dogs at all tested dose levels of atenolol starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*) and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolobkg/day (150 and 75 times the maximum hyman dose,”

Usage [n Pregnancy: Pregnancy Category D: See WARNINGS - Pregnanicy and Fetal Injury.

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

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

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

ADVERSE REACTIONS: Most adverse effects have been mild and transient.
The flequency astlmales m the lnllcmnp table were derived from controlled studies in hypertensive patients in which adverse reactions
e patient (US studies) or elicited, eg, by checklist {foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENGRMIN and placebo is similar, causal relationship to TENORMIN is uncertain.
Volunteered Tatal - Volunteered and Elicited
tudies) (Foreign + US Studies)
Placeho’}n =206) Atenolol (n = 399) Placebo {n = 407)
o % %

{us
Atenolol (n = 164)

o

CARDIOVASCULAR
Bradycardia 3 0 3 0
Cold Extremities 0 05 12 5
Postural Hypotension 2 1 4 5
Leg Pain 0 05 3 1
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULA
Dizziness 4 1 13 6
Vertigo 2 05 2 0.2
Light-headedness 1 0 3 0.7
Tiredness 06 0.5 26 13
Fatigue 3 1 6 5
Lethargy 1 0 3 07
Drowstness 06 0 2 0.5
Depression 06 0.5 12 9
Dreaming 0 0 3 1
GASTROINTESTINAL
Diarrhea 2 Q 3 2
Nausea 4 1 3 1
RESPIRATORY (see WARNINGS)
Wheeziness 0 0 3 3
Dyspnea 06 1 6 4

Acute Myocardiat Infarction: In a series of investigations in the treatment of acute my infarction, an
occurred more commonly, as expected for any beta blocker, in atenolol-treated patients than in control patients. However, mese usually
responded to atropine and/or to withholding further dosage of atenolol. The incidence of heart failure was not increased by atenolol.
Inotropic agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

a day for optimal effect

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
efiect. The maximum early effect an exercise tolerance occurs with doses of 50 to 100 mg, but at these doses the effect at 24 hours is
attenuated, averaging about 50% to 75% of that observed with ance a day oral doses of 200 mg.

Atute Myacardiai Infarction: In patients with definite or suspected acule myacardial infarction, treatment with TENORMIN LV. Injection
should be initiated as soon as possible afier the patient’s arrivat in the hospital and after efigibility is i Such treatment should be
initiated in a coronary care or simifar unit immediately after the patient's hemodynamic condition has stabilized. Treatment should begin
with the-intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes later,
TENORMIN 1.V. [njection should be administered under carefully controlled conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN LV. Injection in Dextrose Injection USP, Sodium Chioride Injection USP, or Sodium
Chiorige and Dextrase Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

in patients who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 mg oral dose 12 hours later, Thereatter, TENORMIN can be given orally either 100 mg once daily
or 50 mg twice a day for a further 6-9 days or until discharge from the hospital. ! bradycardia or hypotension requiring treatment or any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker trials suggest that if there is any question concerning the use of IV beta blocker or clinical estimale that
these is a contraindication, the IV beta btacker may be efiminated and patients fulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mq ance a day for at teast seven days (if the IV dosing is exciuded).

Afthough the demonstration of efficacy of TENORMIN is based entirely on data from the first seven posnnlalchon ﬂavs. data from other
beta biocker Iriafs suggest that treatment with deta blockers that are effective in the posti ion setting may b foroneta three
years if there are no contraindications.

TENGRMIN is an additional treatment to standard coronary care it therapy.

Elderiy Patients or Patients with Renal Impatrmeat: TENORMIN is excreted by the kidneys; consequently desage shoutd be adjusted
in cases of severe impairment of renal function. Some reduction in dosage may also be appropriate for the elderly, since decreased kidney
function is a physiologic consequence of aging. Atenolal excretion wauld be expected ta decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35 mL/min/1.73me, Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine cigarance between 5 and 105 mL/min. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mLimin.

The following al dosages are forelderly, renally-i
t0 other causes:

Creatinine Clearance

d for patients with irment due

Atenalol Eiimination Haif-Life
)

(mismin/1.73m2) Maximum Dosage
15-35 16-27 50 mg daily
<15 >27 25 mg daily

Some renafly-impaired or elderly palients being treated for hypertension may require a lower starting dose of TENORMIN: 25 mg given
as one lablet a day. If this 25 mg dose is used, assessment of efficacy must be made carefully. This should include measurement of blood
pressuse just prior to the next dose (“trough™ bload pressure) to ensure that the treatment etfect is present for a full 24 hours.

Aithough a similar dasage reduction may be considered for elderly andfor renally-impaired patients being Ireated for indications other
than hypertersion, dala are not available for these patient populations.

Patients on hemodialysis should be given 23 mg or 50 mq after each dialysis; this should be done under haspital supervision as marked
falls in blood pressure can occur.

Cessation of Therapy in Patieats with Angina Pectoris: if withdrawal of TENORMIN therapy is planned, it should be achieved gradually
and patients should be carefully abserved and advised to limit physical activity to a minimum,

Parenteral drug products should be inspected visually for particutate matter and di prior ta
and container permit.

HOW SUPPLIED
TENORMIN Tablets: Tablets of 25 mg atenolol, NDC 0310-0107 (round, flat, uncoated white 1ablets with “T" debossed on one sideand 107
debossed an the other side) are supplied in bottes of 100 tablets.

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

Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoatet white tablets with IC| debessed or one side and ;01 debossed on the
other side} are supplied in bottles of 130 tablets and unit dose packages of 100 tahlets. These tablets are distributed by !C) Pharma.

Store at conirolied raom temperature, 15°-3¢ °C (59°-86 °F). Dispense in well-closed, light resistant containers.

TENORMIN V. Injection
TENORMIN (V. Injection, NDC 0310-0198, is suppiied as 5 mg atenolol in 10 mL ampules of isotenic cilrate-buffered agueous solution.

Protect from light. Keep ampules in outer packaging untii time of use. Store at room temperature.
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“Save as much as S111 a year?

Real Value to
Meet the Needs of
Hypertensive
Patients

® Real therapeutic value to meet the need for efficacy
and reliability

® Real human value to meet the need for tolerability
and convenience

e Real economic value to meet the need for cost control
and savings



Real Therapeutic Value

® The benefits of long-acting nifedipine

® Sustained blood pressure reduction over 24 hours'
® Significant reduction in both diastolic and systolic blood pressure'

Mean changes from baseline in supine diastolic and systolic BP:
average of 24-hour, in-clinic data from weeks 5 and 6 of therapy'

DIASTOLIC SYSTOLIC
Hours after dose Hours after dose
o 6 24 X 6 24

e _——_____— —_
Real People, Real Needs,
Real Value

Please see briefl summary of Prescribing Information on the
last page of this advertisement.

B Placebo (n=16)
B 30mg (n=14)
B 60mg (n=15)

Mean diastolic reduction (mm Hg)
Mean systolic reduction (mm Hg)
-]




Real Human Value
in Antihypertensive Therapy

® Once-daily regimen could enhance compliance

® Long-acting nifedipine therapy that is well-tolerated

® Frequency and type of side effects are typical of dihydropyridine calcium
channel blockers. Peripheral edema and headache were the most common
dose-related adverse events reported; flushing / heat sensation, dizziness,
and fatigue/asthenia were all reported at an incidence of 4%

® Contraindications: known hypersensitivity to nifedipine

Real Economic Value

®“The cost of therapy may be a barrier to controlling hypertension™

e Adalat® CC is priced (AWP) 25% below the Average Wholesale Price
of Procardia XL***?

® Adalat® CC brings Cost Control to once-daily
nifedipine therapy for hypertension; it is
not indicated for angina

® Adalat® CC should be administered

Projected annual savings' per hypertensive patient

Annualized | Potential
on an empty stomach Average Annual

Wholesale Patient
® Careful titration may be necessary Pricet | Savingst
when switching between Procardia XL*
and Adalat® CC Adalat® CC 30 mg $306.97 | $111

Procardia XL* 30 mg $417.71

|

Adalat® CC 60 mg $531.08 $192
Procardia XL* 60 mg $722.74 -

Adalat® CC 90 mg $650.54 $217
Procardia XL* 90 mg $867.35

*Procardia XL is a registered trademark of
Pfizer Labs Division, Pfizer Inc.

tCalculations based on suggested
Average Wholesale Price (AWP).?

“Save up to S192 a year?
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« AdalatCC

Start with*

Titrate, if necessary*

nifedipineiisy': 2mg

¢ The benefits of long-acting

nifedipine therapy for hypertension
e Convenient, well-tolerated therapy

* Lower price (AWP) than Procardia XL’
30 mg, 60 mg and 90 mg— potential 25% savings™

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING
INFORMATION
For Oral Use
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INDICATION AND m |l|l|l|.»\l s indicated la‘r the treatment of hyperten-
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BUN ond serum creatinine have been reported in patients with pre-existing chronic
renal muﬂmentr The relationship to nifedipine therapy is uncertain in most cases but

DnPA 52 Bqlu-ndremrgu blocking ogents: {See WARNINGS).

T CC wos well tolerated when odministered in combination with o beta blocker in

187 hypertensive potients in o placebo-contralled clinical riol. However, there have

been occasional fiterature reports suggesting that the combinatian of niledipine ond

Imn—ndrmrgnc blocking dm increase the likelihood of l‘ll'lsﬁllw heart failure,
lemsion, 0 EXOC jents with disemse.

*Please see DOSAGE AND ADMINISTRATION section in brief
summary of Prescribing Information below.
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IN MANY CHRONIC ARTHRITIS PATIENTS

Expect Success

from the 1
Prescribed NSAID

o

Color-enhanced barium comtrst study of stomac!

A proven efficacy and safety
profile backed by 16 years
of clinical success.

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.

Color-enhanced 3-0 MRI of OA knee with medial compartment narrowing and anterior
osteophytes in red. Supplied by David Wi Stoller, MD, of California Advanced Imaging

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tabletsw,

Also available in 375 and 250 mg tablets and in suspension 125 mg/5 mlL

“Leading industry audits for 12 months ending April 1992. Pharmacy
sales of Naprosyn (naproxen) in the U.S. Data on file, Syntex
Laboratories, Inc, Document NP92181-A.

© 1992 Syntex Puerto Rico, Inc. NP92181



(NAPROXEN) 500 mg tablets

Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
oolgps. 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 Gl foxicity such as bleeding, ulceration,
and perforation can occur at any time, with or without warning
s“{mplom& in patients treated chronically with NSAIDs. Remain
alert for ulceration and bieeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper GI ulcers, gross bleeding or perforation appear to
accur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symgtoms 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 bleedin:
Except for a prior history of serious Gi events andg other risl
factors known to be associated with peptic uicer 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 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 range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SODIUM) OR ANAPROX® DS
NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. It this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and-or creatimne
clearance in patients with significantly impaired renal function
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress. remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops or if systemic
manifestations occur (e.g.. p or rash), ther-
apy. if steroid dosage s reduced or eliminated during therapy. do
50 slowly and observe patients closely for adverse etfects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms
Determine hemogiobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug’s pyretic and anti y activi may reduce
fever and mflammalion. diminishing their diagnostic value. Con-
duct ophthaimic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg:mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gi bieeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tesls: Because
sefious Gl tract ulceration and bleeding can accur without warn-
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi-
tantly with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sulfonylurea; furosemide: lithium: beta-blockers;
probenecid; or methotrexate. Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation 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
Mothers: Avoid use in nursing mothers. Pediatric Use: Single
doses of 2.5-5 mgrkg, with total daily dose not exceeding 15
mgrkg/day, are sate in children over 2 years of age. Adverse
In a study, Gl were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent. GI and CNS reac-
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1% Probable Causal Relationship:
Gl The most frequent complaints related to the Gl tract: constipa-
tion; heartburn’ abdominal pain’ nausea’ dyspepsia, diarrhea,
stomatitis. CNS: headache; dizziness” drowsiness; light-headed-
ness. vertigo. Dermatologic: itching (pruritus)’ skin eruptions’
ecchymoses; sweating, purpura. Special Senses: tinnitus; hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
dyspnea’ palpitations. General: thirst. Incidence Less Than 1%:
Probable Causal Relationship: GI: abnormal liver function tests,
colitis, Gl bleeding and/or perforation. hematemesis, jaundice,
melena, peptic ulceration with bleeding and/or perforation, vomit-
ing. Renal. glomerular nephritis, hematunia, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hematologic: agranulocytosis, eosino-
phitia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dermatolo?lc‘ alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure
Respiratory: i ilic p itis. General: phy
reactions, menstrual disorders, pyrexia (chills and fever). Causal
R ip L R . aplastic anemia, hemolytic
anemia. CNS: aseptic gnitive dysfunction. Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gi:
non-peptic Gl ulceration, ulcerative stomatitis. Cardiovascular:
itis. General: otic edema, hypergly , hypo-
1] May have heartburn, indiges-
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach ana use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:
Federal law prohi d ing without p ion. See pack-
age insert for full Prescribing (nformation.

*Incidence of reported reaction 3%-9% m
Where unmarked. incidence less than 3%
U.S. patent nos. 3904,682, 3998,966 and others.
©1991 Syntex Puerto Rico, Inc Rev.39 September 1990
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Depression in the Elderly

Recognizing and Treating Depression
in the Elderly

The recognition of depression may be more difficult in late compared with early life. In the elderly
age group, both clinicians and patients may incorrectly attribute depressive symptoms to the aging
process. Estimates of depression in elderly people vary widely; however, there is a consensus that the
size of the problem is underestimated. Furthermore, victims of depression, generally are not seen by
mental health professionals.

Major depressive episodes require treatment in all age groups, including the elderly. All depressions
negatively affect quality of life and are associated with increased risk of comorbid medical illnesses
and suicide. They are not “normal and acceptable” features of aging and warrant early attention by
physicians.

Families and primary care physicians remain at the front line in recognizing depression and
facilitating patient access to professional help.

Three Regional Workshops are being offered to you at no cost.

The American Medical Association, through a grant from the National Institute of Mental Health, will
present 3 regional workshops on the “Recognition and Treatment of Depression in the Elderly”.
They have been scheduled in regions having a high density of elderly in their populations. The

workshops will discuss:
o depression in late life vs. earlier life » what to look for and how to evaluate suicide potential
o diagnosis of depression o treatment, including psychotherapies (individual,
* risk factors for depression family and group), pharmacotherapies,
e epidemiology of depression electroconvulsive therapy
¢ differentiation of depression from * prognosis
other psychiatric illnesses including e preventing relapses
dementia

Clinical vignettes will be presented and will be the focus for discussion.

Who Should Attend
Primary care physicians, including family and general practitioners, internists, geriatricians, Ob/Gyn
as well as other allied health professionals caring for the elderly.

CME Credit!
The American Medical Association is accredited by the Accreditation Council for Continuing Medical
Education to sponsor continuing medical education for physicians.

The AMA designates this continuing medical education activity for 5 hours of Category 1 credit
toward the Physician’s Recognition Award of the American Medical Association.

Workshop Dates and Locations:

« October 16, 1993  November 6, 1993 © November 13, 1993
Cedars Medical Center Towa Lutheran Hospital Tucson Medical Center
Miami, Florida Des Moines, Towa Tucson, Arizona

For additional information or to register, please call or write:

Department of Mental Health

American Medical Association

515 N. State Street

Chicago, 1L, 60610

(312) 464-5060



MIGRAINE F
RELIEVED

...In Minutes

® Effectively relieves acute migraine pain'

® Delivers the efficacy of an injectable opioid
analgesic with the convenience of a nasal spray

® Unique nasal spray delivery allows administration
even in the presence of nausea and vomiting

L Rapid onset of pain relief—within 15 minutes'

® Sommnolence (43%) is the most frequently
reported side effect™

® Not a federally controlled substance

(butorphanol tartrate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

*Across all clinical trials, mcluding STADOL? Injectable and STADOL NS

Patients should not perform hazardous tasks (eg, driving, operating machinery)

Alcohol should not be consumed while nsing STADOL NS,

REFERENCES

1. Diamond §, Freitag TG, Diamond ML, Urban G. Transnasal butorphanol in the
treatment of migraine headache pain, Headache Quartery, 1992:3:160-167,

2. STADOL" NS™ Package Insert

01993, BristolMvers Squibh Company, Princeton, New Jersey 08545, LS A

Please see briel summary of prescribing information on following page.
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STADOL NS

(butorphanol tartate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

Brief Summary

INDICATIONS AND USAGE
STADOL® NS~ (butorphanol tartrate) Nasal Spray is indicated for the management of pain when the use of an opioid anaigesic is
appropriate.

CONTRAINDICATIONS
STADOL NS is indicated in patients hyp itive to farirate or the preservative benzethonium chloride.
WARNINGS

Patients Dependent on Narcotics

Because of its opioid antagonist properties, butorphanol is not recommended for use in patients dependent en narcotics. Such
patients should have an adequale pennd of withdrawal fwm opioid drugs prior to beginning butorphanol therapy. In patients taking
opioid | has precip such as anxiety, agitation, mood changes, haltuci -
nations, dysphoria, weakness and diarrhea,

Because of the difficuty in assessing opioid tolerance in patients who have recently received repeated doses of narcotic analgesic
medication, caution should be used in the administration of butorphanol to such patients.

PRECAUTIONS

General

Hypotension associated with syncope during the first hour of dosing with STADOL NS has been reposted rarely, particularly in
patlen\slwnEsoast history of simifar reactions to opioid analgesics. Therefore, patients should be advised to avoid activities with
potential risl

Head Injury and Increased Intracranial Pressure

As with other opioids, the use of butorphanol in patients with head injury may be associated with carbon dioxide retention and
secondary elevation of cerebrospinal fluid pressure, drug-induced miosis, and alterations in mental state that would obscure the
interpretation of the clinical course of patients with head injuries. In such patlems butorphanol should be used only if the benefits of
yuse outweigh the potential risks.

Disorders of Respiratory Function or Control
Butorphano! may produce respiratory depression, especially in patients receiving other CNS active agents, or patients suffering from
CNS diseases or respiratory impairment.

Hepatic and Renal Disease

In patients with severe hepatic or renal disease the initial dosage interval for STADOL NS should be increased to 6-8 hours until the
;es%onse hals been well characterized. doses should be o d by patient response rather than being scheduled at
ixed intervals.

Cardiovascular Effects
Because butorphanol may increase the work of the heart, especially the pulmonary circuit, the use of butorphanol in patients with
, ventricular dy or coronary should be limited to those situations where the
benems clearly outweigh the risk.
Severe hypertension has been reported rarely during butorphanol therapy. In such cases, butorphanol should be discontinued and
Lhe pertension treated with antihypertensive drugs. In patients who are not opioid dependent, naloxone has also been reported to
e effective.

Drug interactions

Concurrent use of butorphanol with central nervous system depressants (e.q., alcohol, barbiturates, tranquilizers, and antihis -

tamines) may result in increased central nervous System depressant effects. When used concurrently with such drugs, the dose of

butorphanol shouid be the smailest effective dose and the frequency of dosing reduced as much as possible when administered

concomitantly with drugs that potentiate the action of opioids.

It |s not known if the effects ot butorphanol are altered by concomitant medications that affect hepatic metabolism of drugs {cimeti-
efc.), but should be alert to the possibility that a smaller initial dose and (onger intervals

between doses may be needed.

The fraction of STADOL® NS™ (butorphanol tartrate) Nasal Spray absorbed is unafiected by the concomitant adminisiration of a nasal
vasocanstrictor (oxymetazoiine), but the rate of absorption is decreased. Therefore, a slower onset can be anticipated if STADOL NS
is administered concomitantly with, or i iately following, a nasal

No information is available about the use of butorphanol concurrently with MAQ mhlbnors

Use in Ambulatory Patients

Drowsiness and dizziness refated to the use of butorphanol may impair mentaf and/or physical abilities required for the performance
of potentially hazardous tasks (e.g., driving, operating machinery, etc.). Patients should be told to use caution in such activities until
their individual responses to butorphanol have been weil characterized.

Alcehoi should not be while using C use of butorphanol with central nervous system depressants
(e.g., alcohol, barbiturates, tranquilizers, and armhlstammes) may result in increased central nervous system depressant effects.
Patients should be instructed on the proper use of STADOL NS.

Carcinogenesis, Muta(,enesls, Impairment of Fertility

The carcinagenic potential of butorphanol has not been adequately evaluated.

Butorphanol was not genotoxic in S. fyphimurium or £, coli assays or in unscheduled DNA synthesis and repair assays conducted in
cultured human fibroblast cells.

Rals treated orally with 160 mg/kg/day {344 mg/sq.m.) had a reduced pregnancy rate. However, a similar effect was not observed
with a 2.5 mg/kg/day (14.75 mg/sq.m.) subcutaneous dose.

Pragnancy

Pregnancy Category C

Reproduction studies in mice, rats and rabbits during organogenesis did not reveal any teratogenic potential to butorphanol. However,

g gnant rats treated subcutanecusly with butorphanol at 1 mg/kg (5.9 mg/sq.m.) had a m?nerfrequency of stilibirths than controls.
utorphanol at 30 mg/kg/oral (5.1 mg/sq.m.) and 60 mg/kg/oral (10.2 mg/sq.m.} also showed higher incidences of post-

implantation loss in rabbits.

There are no adequate and well-controlled studies of STADOL (butorphanol tartrate) in pregnant women before 37 weeks of

gestation. STADOL should be used during pregnancy only if the potential benefit justifies the potential risk to the infant.

Laber and Delivel
STADOL NS is not recommended during labor or delivery because there is no clinical experience with its use in this setting.

Nursing Mothers

Buterphanol has been detected in milk following
The amount an infant would receive is probably clinically i
2 mg IM four times a day).

Although there is no clinical experience with the use of STADOL NS in nursing mothers, it should be assumed that butorphanol will
appear in the milk in similar amounts following the nasal route of administration.

Pediatric Use
g‘utomha?m is not recommended for use in patients below 18 years of age because safety and efficacy have not been established in
is population.

ion of STADOL® tartrate) Injectable to nursing mothers.

of milk in a mother receiving

Geriatric Use

Initially a 1 mg dose of STADOL® NS {butorphanol tartrate) Nasal Spray should generaliy be used in geriatric patients and
90-120 minutes should elapse before deciding whether a second 1 mg dose is needed.

Due to changes in clearance, the mean half-life of butorphanol is increased by 25% (to over 6 hours) in patients over the age of 65.
Elderly patients may be more sensitive to its side effects. Results from a long-term tlinical safety trial suggest that elderty patients
may be less tolerant of diziness due to STADOL NS than younger patients.

ADVERSE REACTIONS

Atotal of 2446 patients were studied in butorphanol clinical trials. Approximately haif received STADOL Injectable with the remainder
receiving STADOL NS. In nearly all cases the type and incidence of Side effects with butorphanol by any route were those commenly
observed with opioid analgesics.

The adverse experiences described below are based on data from short- and fong-term clinical trials in patients receiving butorphanol
by any route and from post-marketing experience with STADOL Injectable. There has been no attempt to correct for placebo effect o
to subtract the frequencies reparted by placeho treated patients in controlled triais.

The most frequently reported adverse experiences across all clinical trials with STADOL Injectable and STADOL NS were somnolence
{43%), diziness (19%), nausea and/or vomiting (13%). In long-term friais with STADOL NS only, nasal congestion (13%) and
insomnia (11%) were frequently reported.

The fotlowing adverse experiences were reported at a frequency of 1% or greater, and were considered to be probably related to the
use of butorphanol.

BODY AS A WHOLE: asthenia/lethargy*, headache”, sensation of heat

CARDIOVASCULAR: VASODILATION®, PALPITATIONS

DIGESTIVE: ANOREXIA*, CONSTIPATION®, dry mouth*, nausea and/or vomiting (13%), stomach pain

NERVOUS: anxiety, confusion*, dizziness (19%), euphoria, floating feeling, INSOMNIA (11%), nervousness, paresthesia, somno-
fence {43%), TREMOR

RESPIRATORY: BRONCHITIS, COUGH, DYSPNEA*, EPISTAXIS*, NASAL CONGESTION {13%), NASAL IRRITATION*, PHARYNGI -
TIS*, RHINITIS*, SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY INFECTION*

SKIN AND APPENDAGES: sweating/clammy*, pruritus

SPECIAL SENSES: blurred vision, EAR PAIN, TINNITUS", UNPLEASANT TASTE" (also seen in shot-term trials with STADOL®NS™
(butorphanot tartrate) Nasal Spray).

(Reactions occurring with a frequency of 3-9% are marked with an asterisk.* Reactions reported predominantly from long-term trials
with STADOL NS are CAPITALIZED.)

The following adverse experiences were reported with a frequency of less than 1%, in clinical trials or from post-marketing
experience, and were considered to be probably related to the use of butorphano!.

CARDIOVASCULAR: hypotension, syncape

NERVOUS: abnormal dreams, agitation, drug di dysphori inations, hostility

SKIN AND APPENDAGES: rashvhives

UROGENITAL: impaired urination

(Reactions reported only from post-marketing experience are ifaficized.)

The following infrequent additional adverse experiences were reporied m a frequency of less than 1% of the patients studied in
short-term STADOL NS trials and from post-marketing where the tween these
events and butorphanol administration is unknown. They are being Ilsted as alemng information for the physician.

BODY AS A WHOLE: edema
CARDIOVASCULAR: hypertension
NERVOUS: convuision, delusions, depression

RESPIRATORY: apnea, shallow breathing

(Reactions reported only from pest-marketing experience are ifalicized.)

DRUG ABUSE AND DEPENDENCE

Although the mixed agonist-antagonist opioid analgesics, as a class, have lower abuse potential than morphine, all such drugs can
be and have been reported to be abused.

Chronic use of STADOL® (butorphanol tartrate) Injectable has been reported to result in mild withdrawal syndromes, and reports of
overuse and self-reported addiction have been received.

Among 161 patients who used STADOL NS for 2 months or longer app ly 3% had suggestive of
possible abuse. Approximately 1% of these patients reported significant overuse. Symptoms such as anxiety, agitation, and diarrhea
were observed. Symptoms suggestive of opioid withdrawal accurred in 2 patients who Stopped the drug abruptly after using 16 mg a
day or more for longer than 3 months.

Special care should be exercised in administering butorphanol to emotionally unstable patients and to those with a history of drug
misuse. When long-term therapy is necessary, such patients shouid be closely supervised.

OVERDOSAGE

Clinical Manifestations

The clinical manifestations of overdose are those of opiaid drugs, the most serious of which are hypoventilation, cardiovascular
insufficiency and/or coma.

Overdose can oceur due to acci ori misuse of P! especially in young children who may gain access 1o the
drug in the home.
'mEATMENT

of ! includes of adequate ventilati ipheral perfusion, normal

bndy temperature, and protection of the airway. Patients should be under continuaus observation with adequate serial measures of
mental state, responsiveness and vital signs. Oxygen and ventilatory assistance should be avaitable with continual monitoring by
pulse oxlmetry if indicated. In the presence of coma, placement of an anmmal alrway may be required. An adeguate ntravenous
portal should be maintained to failitate treatment of h with

The use of a specific opioid antagonist such as naloxone should be considered. As the duration of butorphanol action usually
exceeds the duration of action of naloxone, repeated dosing with naloxone may be required.

DOSAGE AND ADMINISTRATION

Factors to be considered in determining the dose are age, body weight, physical status, underlying pathological condition, use of
other drugs, type of anesthesia to be used, and surgical procedure involved. Use in the elderly, patients with hepatic or renal disease
orin labor requires extra caution (see PRECAUTIUNSJ The following doses are for patients who do not have impaired hepatic or
renal function and who are not on CNS active agents.

The usual recommended dose for initial nasal administration is tmg (1 spray in one nostril). Adherence to this dose reduces the inci-
dence of drowsiness and dizziness. If adequate pain relief is not achieved within 60-90 minutes, an additional 1 mg dose may be
qiven.

The initial two dose sequence outlined above may be repeated in 3-4 hours as needed.

Depending on the severity of the pain, an initial dose of 2 mg (1 spray in each nostril) may be used in patients who will be able to
remain recumbent in the event drowsiness or dizziness occurs. In such patients single additional 2 mg doses should ot be given for
3-4 hours

Safety and Handling

STADOL® NS™ {butorphanol tartrate) Nasal Spray is an open delivery system with increased risk of exposure to health care workers.

In the priming process, a certain amount of butorphanol may be aerosalized; therefore, the pump sprayer should be aimed away
from the patient or other people or animals.

The unit should be disposed of by unscrewing the cap, rinsing the bottle, and ptacing the parts in a waste container.

HOW SUPPLIED

STADOL NS is supplied in a child-resistant prescription vial containing a metered-dose spray pump with protective clip and dust
cover, a bottle of nasal spray solution, and a patient instruction teaflet. On average, ane bottle will defiver 14-15 doses if no repriming
is necessary.

NDC 0087-5650-41; 10 mg per mL, 2.5-mL bottle.

STORAGE CONDITIONS

Store below 86°F (30°C). Parenteral drug products should be inspected visually for particulate matter and discoloration prior to

administration, whenever solution and container permit.
Mead]iiimsmn

Caution: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTIDN.
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Time for a new partnership: Part 6 of a serie

Medical liability claims add billions of dollars to
America’s health care costs. The good news is,

a solution to the problem already exists.

The present civil justice system for resolving liability claims is unfair
to patients, physicians and society. It doesn't deliver justice at all.

Most patients with legitimate claims can't even get into the
system. At the same time, questionable claims are costing society
millions. Only 43 cents of every dollar spent on liability litigation
ever reaches the patient. The rest is spent on
lawyers' fees and court costs, often defending
claims which should never have been made in
the first place.

Physicians' medical liability insurance
premiums have fripled over the past ten years.
Almost 1 out of 8 obstetricians-gynecologists
have stopped delivering babies because of the
risk of liability claims.

To protect themselves from frivolous law-
suits, physicians, hospitals and clinics have to
order more tests than would otherwise be
needed. This practice is called “defensive
medicine” and every year it adds up to $25
billion to health care costs.

Ultimately, these added costs are passed
on to every patient, in the form of higher
health insurance, higher medical bills and
reduced access to needed services,

Our agenda for change

The 300,000 members of the American Medical Association (AMA)
are working to forge a new partnership with the Administration’s
Health Reform Task Force and members of Congress on behalf of
our patients.

Our goal is comprehensive reform of America’s health care deliv-
ery system and our agenda for change is defined in our proposal,
Health Access America.

Anyone who is injured due to medical negligence should
receive prompt and fair compensation. Our proposal calls for leg-
islative reform that would increase access to care while reducing

As appeared
recently in
The Washington Post.

We believe that any reform measures
must place our patients first.

American Medical Association

Physicians dedicated to the health of America

the inappropriate cost of defensive medicine and liability insur-
ance premiums.

One reform measure has already been working for years. In
1983, California had medical liability premiums that were almost
50% higher than the national average. But in 1989, after six vears
of tort reform, premiums were 33% less than
the national average. If the largest state in
America can make liability reform work,
can't we make it work for the other 49?7

Another solution would be to give states
the incentive to explore alternatives to the
present tort system. Ideas being discussed
include binding arbitration by impartial pan-
els, pre-trial screening of claims by neutral
evaluators, and early offer and recovery pro-
posals to encourage settlements. All are more
patient-friendly and promise to channel funds
to patient care, not administrative waste.

Eleven key issues

Medical liability reform is only one part of
the AMA's agenda for change, Over the
course of the new Administration’s first 100
days and beyond, America’s physicians will
enter a dialogue with legislators and mem-
bers of the Clinton team on eleven key issues
leading to total health system reform.

To stay fully informed, watch for additional
messages in this series in The Washington
Post. And send for our comprehensive
proposal, Health Access America. We will
also mail you our fact sheet on Medical
Liability. Write Dr. John Clowe, Dept. 3015,
American Medical Association, 515 North
State Street, Chicago, IL 60610, Or call us
today at 800 262-0411.




Your Source for Medical Information...

From the clinical contributions in JAMA and original medical research in the ten specialty

journals, to the socio-economic issues covered in American Medical News, the American
o[> Medical Association (AMA) family of medical journals has always been a reliable source

for timely and current coverage of the most volatile issues focing medicine.
ARCHIVES

FAMILY MEDICINE

And, as of January 1993, the AMA fomily has broadened ifs scope to encompass the
special issues offecting the primary care audience with our new monthly specialty
journal — Archives of Family Medicine.

Call tolkree 1-800-AMA-2350 to start your subscription today!
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having surg

It sounds impossible. But thanks to years of research
by a team of doctors at the University of California in
San Francisco and funding from the March of Dimes,
fetal surgery was used to correct a birth defect and
save a child's life before he was even born.Please join
our campaign for =
healthier babies. MarCh Of DlmeS

We deliver small miracles

© March of Dimes Birth Defects Foundation, 1991
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FOR CHRONIC ARTHRITIS

EXPECT AN INCREASED
RANGE OF MOTION

0A knee with medial compartment
narrowing and anterior osteophytes in
red. Supplied by David W. Stoller, MD,
of California Advanced Imaging.
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