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with new concerns... :
selective

alpha;-blockers
as a first choice'

GENERATION

(D hoose CARDURA: first-line therapy

for a new generation of hypertenslves.

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%).

Scored Tablets
(dOXOZOSIﬂ meSYIO 1mg 2mg, 4 mg, 8 mg
Please see brief summary of prescribing
e HYPERTENSION CONTROL FOR A NEW GENERATION.
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DOXAZOSIN ~ PLACEBO
R 'dmmmmmwwm (N=339) (N=336)
Sprague-Dawley rats months of dietary administration at concentral
CARDURA (doxazasin mesylate) is indicated for the treatment of Jcuated to provide 80 mg irvkgday and atter 12 manths of dietary AUTONOMIC: Mosth Doy g x
CARDURA may be used alone or in combination with diuretics or bata- 0 at provide 40 mg piday Fushing
blocking agents, There is limited with CARDURA in ion with (150 times the d human doss a patient weight of SPECIAL SENSES: Vision Abnarmal % 1%
angiotensin converting enzyma inhibitors or calcium channel blockers. 60 kg). WWMMWMMWM«“MnMW Conjunctivitis/Eye Pain 1% 1%
CONTRAINDICATIONS manner with 40 mg doxazosing/day for 18 manths. No cardi was Tinnitus 1% 0.3%
CARDURA is contraindicated in patients with a known sensitivity to quinazolines observed at lower doses (up to 10 or 20 mg/kg/day, depending on the study) in PSYCHIATRIC Somnolence 5% 1%
(#.g. prazosin, terazosin), either species. Thesa lesions were not observed after 12 months of oral dosing in P b
WARNINGS dogs and Wistar rats at doses of 20 mg/kg/day and 100 mg/kg/day 1% %
Syncope and “Firsl-dose™ respectively. There is no evidence that similar lesions occur in humans. WI Bﬂh"' 1 1%
Doxazosin, ke other a agents, can cause marked 0 Mutagenesis and of Fastilly: st b e
hypotension, especially in the upright pesition, with syncope and other Chronic dietary administration {up to 24 months) of doxazosin mesylate at
postural such as diziness, orthastatic effects are most maximally tolerated concentrations (highest dese 40 mg/g: about 150 times the GASTROINTESTINAL:  Nausea ki 4%
common with the firsi dose bul can also occur when there is 2 dosage maximum recommended human dose of 16 mg/B0 kg) revealed no evidence of Diarrhea 4% %
Increase, ulmhmmmh-hmnm carcinogenicity in rats. There was also no evidence of carcinogenicity in a Constipation 1% 1%
ha likelihood of excessive hypolension and syncope, I is essential thal simitarty conducted study (up to 18 months of dietary administration) in mice. Dyspepsia 1% 1%
treatmant 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 my tabiets are not for initial therapy. Dosage should then be adjusied slowly tokerated dose of doxazosin, Abdominal Pain 0% 2%
(se0 DOSAGE AND ADMINISTRATION section) with increases in dose every Mutagenicity studies revealed no drug- or metabolite-related effects at either Vomiting 0% 1%
Iwo weeks, Additional agents should be added with caution, chromesomal or subchromosomal kevels. RESPIRATORY: Rhinitis % "
Patients being titrated with doxazosin should be cautioned to avold Studies in rats showed reduced fertility in males treated with doxazosin at oral F pog g
situations where injury could resull should syncope oceur. doses of 20 (but not 5 or 10) mgAg/day, about 75 tmes the maximum m - b
In an earty investigational study of the safety and tolerance of daily human dose. This effect was reversible within two weeks of drug s
doses of doxazosin in normotensives beginning at 1 mg/day, only 2 of 6 withdrawal. URINARY- Polyuria 2% 0%
subjects could tolerate more than 2 mg/day without experiencing symplomatic Pregnancy Urinary Incontinence 1% 0%
postural hypotension. In another study of 24 healthy normotensive male Teratogenic Efects, Category B. Studies in rabbits and rats at dasly Fraquency 0% %
raceiving intial doses of 2 mg/day of doxazosin, seven (29%) of the subjects oral doses of up to 40 and 20 my/kg, respectively {150 and 75 times the L el - =, =
experienced symptomatic postural hypotension between 0.5 and 6 hours after maximum recommended daily dose of 16 mg, assuming a patient weight of 60 m"m'.“ % 2
the first dose necessitating termination of the study. munsmzum- k), have revealed no evidence of harm 1o the fetus. The rabbit study, however, . A % iy
narmotensive subjects experienced syncope. Subsequent trisls in hy was compromised by the failure to use a maximally tolerated dose of doxazosin. Faca Ed 1% %
mmmmmmmmmmm There are no adequate and well-controlied studies in pregnant women. Bacause Pain 2 2

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

In mutiple dose clinical trials involving ovar 1500 patisnts with dosa titration
every one to two weeks, syncope was reported in 0.7% of patients. None of
these everts occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day.

M syncope occurs, the patient should be placed in a recumbent position and
freated supportivaly as necessary.

PRECAUTIONS

Genaral
1. Orthastatic Hypotension:
‘While syncope is the most severe orthostatic effect of CARDURA, other symploms:
of lowered blood pressure, such as dizziness, of vertigo, can
‘oceur, especially at initiation of therapy o at the time of dose increases. These
‘ware comman in clinical trials, occurring in up to 23% of all patients treated and
causing discontinuation of therapy in about 2%.
In placebs titration trials effects were ized by
Wmunpynimwdqudlﬂiummmlﬂi or8mg
per day. There was an increased nts given
amurmm 10%, wmhs&sumuwﬁhmmwm
Patients in 0
mummm
nmmmmmmnmm.mmwm it
this measure is volume

animal reproduction studies are not always predictive of human response,
CARDURA should ba used during pregnancy anly if clearty nesded
Radioactivity was found to cross the placenta following oral of

Mdmmlmmmnmbemrmm but thesa are, In general, not

labefled doxazosin to pregnant rats.
Nonteratogenic Etects. In peri-posinatal studies in rats, postnatal development
at maternal doses of 40 or 50 mg/kg/day of doxazosin was delayed as evidenced
by slower body weight gain and a slightly tater appearance of anatomical leatures
and reflexes,

MNursing Mothers
Studies in lactating rats given a single oral dose of 1 mg/kg of [2-"C}-doxazosin
indicate that doxazosin accumulates in rat breast milk with a maximum

from that might have accurred in the absence of
emmlnmmn The following adverse reactions occurred with a
frequency of between 0.5% and 1%: syncope, hypoesthesia, increased sweating.
agitation, incraased The following additional adverse reactions were
reported by <0.5% of 3960 patiants who recetved doxazosin in controlled or
open, short- of long-term clinical studies, including international studies,
Cardiovascular System: angina pectoris, my intarction, I
accident; Autonomic Nervous System: paliar; mwmm

concentration about 20 times greater than the matamal plasma ion. It
s not known whether this drug is excreted in human milk, Bacause many drugs
are excreted in human milk, caution should be exercised when CARDURA is
administered 1o & nursing mother.

Pedialric Usa

Safety and effectiveness in children have not been established,
REACTIONS

ADVERSE

CARDURA has been administered to approximately 4000 patients, of whom 1678
were included in the clinical development program. In that program, minor
adversa effects wers frequent. but led to discontinuation of treatment in only 7%
of patients. In placebo-controlied studies adverse effects occurred in 49% and
40% of patients in the daxazosin and placebo groups, respectively, and led 1o

vasopressor therapy may be used. A transient i ] in 2% of patients in each group. The major reasons for
contraindication to further doses of CARDURA. discontinuation were postural etfects (2%), edema, malaise/fatigue, and some
2. Impaired liver lunclion: heart rate disturbance, each about 0.7%
CARDURA should be administered with caution o patients with evidence of |nmmmmwmmmmmnmmmmmm
i patic fi 0f 10 receiving drug: infly hepatic no significant difference in the incidence of side effects, except for dizziness
‘metabolism (see CLINICAL PHARMACOLODGY). There is no chinical stural), weight gain, and fatigue | malgise. Postural
wmmmmmmm mwm:mmumm
3. Leukopenia/Neutropania: ---v lence rates below are based on d data from
Analysis of hematologic data from patients receiving CARDURA in placebo- studies once daily administration of doxazosin at

clinical trials showed that the mean WBC (N=474) and mean neutrophil counts
(M=A419) were by 24% and 1.0% to placebo, &
[phenomenon seen with other aipha blocking drugs. A mmmmamm
of 2400 patients revealed 4 in which drug-related neutropenia could not be ruled
out. Two had a single low value on the Last day of treatment. Two had stable,
non-progressive neutrophil counts in the 1000/mm? range over periods of 20
and 40 weeks. In cases where follow-up was available the WBCs and neutrophil
counts returned to normal after discontinuation of CARDURA. No patients
became symplomatic as a result of the low WBC or neutrophil counts.
Information for Patients:

uommwfmmt 16 my. Table 1 summarizes those adverse expariences
(possibly/prabably related) reparted far patients in these studies where the
rate in the group was at least 0.5% or where the reaction is

of partioular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

Patients should be of th I and
wlhmmw milwd o avoid driving or
hazardous tasks for 24 hours after the first dose, after a dosage increase, and after

dummltm Mmmumunmwnuhmm
m afthaoah th are not
wmmwummmm;mwmw (]
mm.ummmmmmm
1o the physician, s that d 2 Patients should also
uwmm«mmmmm requiring caution
in people who must drive or oparate heavy machinery.
Infaractions:

Most (88%) of plasma doxazosin (s protein bound. in vitro data in human
plasma indicate that CARDURA has no sifect on protein binding of digaxin,
‘warfarin, of in, There is no i on the effect of
other highly plasma protedn bound drugs on dmazosin binding. CARDURA has
been administered without any evidence of an adverse drug interaction to
patients receiving thiazide diuretics, beta blocking agents, and nonstercidal anti-

inflammatory drugs.
Drug/Laboratory lest interactions:
None known,

DOXAZOSIN PLACEBO
(N=335) (N=336)
CARDIOVASCULAR: Dizziness 19% %
Vertigo 2% 1%
Postural Hypotension 03% 0%
Edema 4% 3%
Palpitation 2% %
Arrhythmia 1% 0%
Hypotension 1% 0%
Tachycardia 03% 1%
Peripheral lschamia 03% 0%
SKIN APPENDAGES: Rash 1% 1%
Pruritus 1% 1%
MUSCULDSKELETAL:  Arthralgia/Arthritis 1% %
Muscle Weakness 1% 0%
Myalgia 1% 0%
CENTRAL &
PERIPHERAL N.5.. Headache 14% 16%
Paresthesia 1% 1%
Kinetic Disorders 1% %
Atida 1% 0%
Hypertonia 1% 0%
Muscle Cramps 1% 0%

purpy System:
breast pain; Skin Disorders: alopecia, dry skin, mcmmmm
paresis, tremor, twitching, confusion, migraing, impaired concentration;
Psychiatric: paroniria, amnesia, emotional lability, abnormal thinking,
depersonaization; Special Senses: parosmia, sarache, taste perversion
phetophobia, abnormal lacrimation, Gastroinfestinal System,; mwmaunpmils,
anonexa, fecal
sinusitis, coughing, pharyngitis; Urinary System.
Systern: hot fiushes, back pain, infection, feverfrigors, decreased weight,
Inflyenza-like symptoms,

CARDURA has niot been associated with any clinically significant changes in
routing biochemical tests. No clinically retevant adversa effects were nated on
serum potassium, serum glucose, uric ackd. blood urea nitrogen, creatinine or
liver function tests, CARDURA has been associated with decreases in white
bload cell counts (See Precautions),

(OVERDOSAGE

No data are available in regard to overdosage in humans.
mmﬂ%uldomhwumﬂmﬂﬂﬁm&qhmmrm The
most lkety for which the
usual treatment n-uuldbeln!rmnm -Ifwion oﬂluld As doxazosin is highly
protein bound, dialysis would not be indicated.
DOSAGE AND ADMINISTRATION

DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA in
Inyperiensive patients ks 1 mg given once daily. This starting dose is intended 1o
minimize the frequency of postural hypotension and first dose syncope
assoclated with CARDURA. Postural etfects are most ikely to occur between 2
and 6 hours after a dose. Therefore blood pressure measurements should be
taken during this time period after the first dose and with each increase in dose.
Depending on the individual patient’s standing blood pressure response (based
on measurements taken at 2-6 hours pestdose and 24 hours posidose), dosage
may then be increased 1o 2 mg and thereafter if necessary to 4 mg, 8 mg and 16
my to achieve the desired reduction in blood pressure, Increases in dose
w#MImhIMMﬂWMIMWq
syncope, postural Al a titrated dose
m!mmmmmumuﬂnh&m1nm
1o 3% for placebo.

HOW SUPPLIED

CARDURA {doxazosin mesylate) is avastable as colored tablets for oral
administration. Each tablet contains doxazosin mesylate equivalent to 1 mg
Lﬂﬂﬂl.?m (yellow), 4 mg (orange) or 8 mg (green) of the active constituent.

CARDURA® TABLETS are avaitable as 1 mg (white), 2 mg (yellow), 4 mg
{orange) and B mg (green) scored tablets.

Baftles of 100: 1 mg (NDC 0049-2750-66), 2 mg (NDC 0043-2760-66), 4 mg
(NDC 0049-2770-66), 8 mg (NDC 0049-2780-66)

Recommended Storage: Store below SG’F(SD"CJ

CAUTION: Federal law prohibs g without
B5-4538-00-0
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For Your Protection:

The OSHA Regulations on Bloodborne Pathogens

OSHA TRAINING KIT AGAIN AVAILABLE FROM AMERICAN MEDICAL
TELEVISION AND THE AMERICAN MEDICAL ASSOCIATION

The regulations on bloodborne pathogens, issued
by the Occupational Safety and Health Administra-
tion (OSHA) last year, continue to change the way
health care facilities cope with occupational hazards
to their employees. Educating and training health
care workers are key elements. A comprehensive
training program produced by American Medical
Television in conjunction with the American
Medical Association, will help the physician, clinics
and hospitals comply with the OSHA requirement
to train staff in the material covered under these

regulations.

Available in kit format, For Your Protection: The
OSHA Regulations on Bloodborne Pathogens
includes everything the practicing physician and
his or her staff need to comply with the OSHA
regulations on bloodborne pathogens plus the
mandatory Hepatitis B Vaccine Declination.

Training materials include:

25-minute VHS Videocassette - Covers relevant
portions of the OSHA Standards as they apply to
most health care facilities, including the physician’s
office.

Administrator's Guide - Shows the physician
or office administrator how to use the training
program. The Guide also includes a copy of the
amended OSHA Standards. Learn how to train
employees, answer questions, and prepare
necessary exposure control plans,

American
Medical

Association

Model Exposure Control Plan - Designed to help
any health care facility develop their own written
procedures, as required by the OSHA Standard.
This simple, easy-to-follow format provides a
step-by-step approach for compliance, dramatically
reducing the time required to develop these
written procedures.

Five Training Manuals - Provide back-up reference
for employees, reinforcing material presented on
the videocassette.

For Your Protection: The OSHA Regulations on
Bloodborne Pathogens training kit is the only
OSHA kit reviewed for accurate medical and scien-
tific content by the American Medical Association.

Completion of this training program has also

been designated by the AMA as a Continuing
Medical Education activity, worth 2 credit hours of
Category 1 of the Physician Recognition Award of
the AMA.

The complete For Your Protection: The OSHA
Regulations on Bloodborne Pathogens training
kit is available for $195, including S & H ($150 for
AMA Members, Hospitals, Institutions, Universities,
and Government Offices).

To order call 1-800-398-CNBC.

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



ARCHIVES

FAMILY MEDICINE

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

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

Archives of Family Medicine

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology

Archives of Ophthalmology

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

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

@ PRINTED ON RECYCLED PAPER

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

CHANGE OF ADDRESS—POSTMASTER, send all address changes to Subscriber Ser-
vices, American Medical Association, 515 N State St, Chicago, 1L 60610. Please
notify us of address change at least 6 weeks in advance to ensure uninterrupted
service. Include both old and new addresses, a recent mailing label, and new ZIP
code.

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

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

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

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

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

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

Briel Summary

VERELAN®
Verapamil HCI
Sustained-Release Pellet-Filled Capsules

For complete Prescribing Information, consult package insert.

CLINICAL PHARMACOLDGY

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

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

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

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

CONTRAINDICATIONS

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

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

veral cases of hepatocellular injury have been demonstrated to be produced by verapamll
Periodic monitoring of liver function in patients on verapamil is prudent. Some patients Ea
oxysmal and/or chronic amal flutterAibrillation and an accessory AV pathway leu WPW or

have developed an d de conduction across the aceessor[ya pathway

bypasslnn the AV node, producing a very rapid ventricular response or ventricular fibrillation after
receiving IV verapamil (or digitalis). Because of this risk, oral verapamil is contraindicated in such
patients. AV block may occur (second- or third-degree, 0.8%). Development of marked first-
degree block or progression to second- or third-degree block requires reduction in dosage or,
rarely, discontinuation and institution of appropriate therapy. Sinus bradycardia, second-degree
AV block, sinus arrest, pulmonary edema and/or severe hypotension were seen in some critically il
patients with hypertrophic cardiomyopathy who were treated with verapamil.
PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dys-
function use about 30% of the normal dose) or impaired renal function, and patients should be
monitored for abnormal prolongation of the PR interval or other signs of overdosage. Verapamil
may decrease neuromuscular transmission in patients with Duchenne’s muscular dystrophy and
may prolong recovery from the neuromuscular blocking agent vecuronium. It may be necessary to
decrease verapamil dosage in patients with attenuated neuromuscular transmission. Combined
therapy with beta-adrenergic blockers and verapamil may result in additive negative effects on
heart rate, atrioventricular conduction and/or cardiac contractility; there have been reports of
excessive bradycardia and AV block, Including complete heart block. The risks of such combined
therapy may outweigh the benefits. The combination should be used only with caution and close
monitaring. Decreased metoprolol clearance ng&uc.cur with combined use. Chronic verapamil
treatment can increase serum digoxin levels by to 75% during the first week of therapy, which
can result in digitalis toxicity. In patients with hepatic cirrhosis, verapamil may reduce total body
clearance and extrarenal clearance of digitoxin. The digoxin dose should be reduced when verap-
amil is given and the patient carefully monitored. Wragarnll will usually have an additive effect in
patients receiving blood pressure-lowering agents. Disopyramide should not be given within
48 hours before or 24 hours after verapamil administration. Concomitant use of flecainide and
veraparn!l may have additive effects on myocardial contractility, AV conduction, and repolariza-
tion. C il and idine therapy in patients with hypertrophic cardiomyopathy
should be avoided, since significant hypotension may result. Verapamil has been given concom-
itantly with short- and long-acting nifrates without any undesirable drug interactions. Inter-
action between cimetidine and chronically administered verapamil has not been studied. In healthy
volunteers, clearance of verapamil was reduced or unchanged. Concomitant use of lithium and
verapamil may result in a lowering of serum lithium levels or increased sensitivity to lithium.
Patients receiving both drugs must be monitored carefully.

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

ADVERSE REACTIONS

Reversible (upon discontinuation of verapamil) nonobstructive, paralytic ileus has been infre-
quently reported in association with the use of verapamil,

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%); dizziness (4.2%); leth-
argy (3.2%); dyspepsia (2.5%]; rash (1.4%); ankle edema (1.4%); sleep disturbance (1.4%);
myalgia (1.1%), In clinical trials of other formulations of verapamil H | (N = 4,954 , the following
reactions have occurred at rates greater than 1.0%: constipation (7.3%), dizziness 8 3%); nausea
(2.7%); h potensmn (2.5%); edema (1.9%); headache (2.2%); rash (1.2%); CHF/pulmonary
edema (1.8%); fati ue (1.7% n) bradycardia {HR < 50/min) (1.4%); AV block-total 1°, 2°, 3° (1.2%);
2 and 3° {0 %} usﬂlng( B%), elevated liver enzymes (see WARNINGS).

The following reactions, reported in 1.0% or less of patients, occurred under conditions (open
trials, marketing experience) where a causal relationship is uncertain. Cardiovascular: angina
pectoris, atrioventricular dissociation, chest pain, claudication, myocardial infarction, pal ta-
tions, purpura (vasculitis), syncope. Digestive System: diarrhea, dry mouth, gastrointestinal dis-
tress, gingival hyperplasia. Hemic and Lymphatic: ecchymosis or bruising. Nervous System:
cerebrovascular accident, confusion, equilibrium disorders, insomnia, muscle cramps, paresthe-
sia, psychotic symp hiak lence. Respiratory: dyspnea. Skin: arthralgia and

rash, th hair loss, b is, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiforme. §nwlal Senses: blurred vision. Urogenital: gynecomastia, impo-
tence, increased urination, spotty menstruation.
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LEDERLE LABORATORIES DIVISION Gainesville, GA 30501
American Cyanamid Company
Pearl River, NY 10965
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EXCELLENT
TOLERABILITY
SIMILAR TO
PLACEBO IN A
DOUBLE-BLIND
STUDY

Incidence of side effects commonly associated
with calcium channel blockers

ble-blind,

VERELAN Placebo
(n=81) {n=26)

Constipation 7.4* 9.9% 115"
Headache L g 4" . a1.5%
Dizziness 4.2% i 3.6”
Edema 1.4% X A 3.8

*Results of a 4-week, double-blind, EI:m'fw-L‘ontrc)Hed study of patients with
essential hypertension. VERELAN 120 mg/day, n = 28; 240 mg/day, n =27;
480 mg/day, n = 26; placebo, n = 26.

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

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

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

4 ONCE-A-DAY

ERELAN

Verapamil HCI i3

PELLET-FILLED CAPSULES
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Make It YO!J!‘ ‘Choice

for a Lifetime- M@Dﬁf{/

The recommended starﬂng dosage for Calan SR Is 180 mg once daily.
dosage of 120 mg/day may be warranted in some patients (eg, the
doses. Calan SR oulu ua aunﬁnistereo with

BRIEF SUMMARY

Contraindications: Severe LV dysfunction (see Warmings), hypotension (systolic pressure
< 90 mm Hg) or cardiogenic shock, sick sinus syndrome (if no pacemaker is present], 2nd- or
3rd-degree AV block (if no_pacemaker 1s present, atrial flutter/fibrillation with an accessory
bypass tract (eg, WPW or LGL syndromes), hypersensitivity to verapamil

Warnings: Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection
fraction < 30%) or moderate to severe symptoms of cardiac failure and in patients with any
degree of ventricular dysfunction if they are receiving a beta-blocker. Control milder. heart failure
with optimum digitalization and/or diuretics before Calan SR is used. Verapamil may occasionally
produce hypotension. Elevations of liver enzymes have been reported. Several cases have been
demonstrated to be produced by verapamil. Periodic monitoring of liver function in patients on
verapamil 15 prudent. Some patients with paroxysmal and/or chronic atnal flutter/fibrilation and
an accessory AV pattiway (eg, WPW or LGL syndromes) have developed an increased antegrade
conduction across the accessory pathway bypassing - the AV node, producing @ very rapid
ventricular response of ventricular fibrillation after 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 o, rarely, discontinuation and institution of appropriate therapy.
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmonary edema and/or severe hypoten-
sion were seen in some critically ifl patients with hypertrophic cardiomyopathy who were treated
with verapamil.

Precautions: Verapamil should be given caunously 1o patients with impaired hepatic function (in
severe dysfunction use about 30% of the normal dose) or impaired renal function, and patients
should be monitored for abnormal prolongation of the PR interval or other signs of overdosage.
Verapamnil may decrease neuromuscular transmission in patients with Duchenne's muscular dys-
trophy and may prolong recovery from the neuramuscular blodmg agen vawmhm It may be
necessary 10 decrease verapamil dosage in with ular transmission.
Combined therapy with beta-adrenergic blockers and verapamil may result in additive negative
effects on heart rate, atrioventricular conduction and/or cardiac contractility, -there have been
reports of excessive bradycardia and AV block, including complete heart block. The risks of such
combined therapy may outweigh the benefits, The combination should be used only with caution
and close rnomonng Decreased metoprolol and propranolol clearance may occur when- either
drug is admini concomitantly with verapamil. A variable effect has been seen with combined
use of atenolol. Chronic verapaml treatment can increase serum digoxin levels by 50% to 75%
during the first week of therapy, which can result in digitalis toxicity. In patients with hepatic
cirrhosis, verapamil may reduce total body clearance and extrarenal clearance of digitoxin. The
digoxin dose should be reduced when verapamil is given, and the patient carefully monitored.
Verapamil will usually have an additive effect in patients receiving blood-pressure-lowefing agents.

© 1993 Searle A92CATS01T

Dose titration will be required in some patients to
elderly, patients of small stature). Dnsages above 240:mg
food. Constipation, which Is easily managed in most patients, lsmmostwmmonlvreporteﬁslaeeﬁeuofcm SR.

SUSTM%ELEASEM

THE GENTLE GIANT

achieve blood lower starti
m‘mmmww in divided o

Disopyramide should not be given within 48 hours before or 24 howrs after verapamil administra-
tion. Concomitant use of flecainide and verapamil may have additive effects on myocardial
contractiity, AV conduction, and repolarization. Combined verapamil and quinidine therapy in
patients with hypertrophic cardiomyopathy should be avoided, since significant hypatension may
result. Concomitant use of hthium and verapamil may result in an increased sensitivity 1o lithium
(neurotoxitity), mthmherneﬁmgeormlmeasemsermhmmlewls however, it may also
result in 3 lowering of serum lithwm levels. Patients receiving both drugs must be monrored
carefully. Verapamil may. increase: carbamazepine concentrations during combined use. Rifampin
may.reduce verapamil bioavailabiity. Phenobirbital may increase verapamil clearance. Verapamil
may increase serum levels of cyclosporin. Verapamil may inhibit the clearance and increase the
plasma levels of theophylline. Concomitant use of inhalation anesthetics and calcium antagonists
needs careful titration to avoid excessive cardiovascular depression. Verapamil may potentiate the
activity of neuromuscular blocking agents {curare-like and depolarizing], dosage reduction may be
required. There was. no evidence of a carcinogenic potential of verapamil administered to rats for
2 years. A study inrats did not suggest a tumorigenic potential, and verapamil was not mutagenic
in the Ames test. Pregnancy Catﬁow C There are no adequate and well-controlled studies in
pregnant women, This.drug should be Used during pregnancy. labor, and delivery only if clearly
needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during
verapamil use.
Adverse Reactions: Constipation (7.3%), dizziness {3.3%), nausea (2.7%l, hypotension (2.5%).
headache (2:2%), edema {1.9%). CHF, pulmanary edema (1.8%), fatigue {1.7%), dyspnea (1.4%),
bradycardia: HR << 50/min {1:4%), AV block: total 1%2%3" (1.2%), 2° and 3° (0.8%), rash
(1:2%), flushing (0.6%), elevated hver enzymes, reversible non-obstructive paralytic ileus The
following reactions, reported in 1.0% or less of patients, occurred under conditions where a
causal relationship Is uncertain, angina pectoris, atrioventricular dissociation, chest pain, claudi-
cation, myowdid infarction, pabrlatms purpura (vasculitis), syncope, diarrhea, dry mouth,
gastrointestinal distress, gingival hy [ or bruising, cerebrovascular accident,
confusion, equilibrium disorders, insomnia, muscle cramps, paresthesia, psychotic symptoms,
shakiness, somnolence, arthralgia and rash, exanthema, hair loss, hyperkeratosis, macules,
sweating, urticafia, Stevens-Johnson syndrome, erythema multiforme, blurred vision, gynecomas-
tia, galactorrhealhyperprolactinemia, increased urination, spotty menstruation, impotence.
2/13/92 « P32CAT196V
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In osteoarthritis and rheumatoid arthritis

what
you
want . ...s.o

Efficacy Tolerability Once-a-day
dosing

How o get it?

* Nonsteroidal anti-inflammatory drug.



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

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

Please see brief summary of prescribing information
on last page of this advertisement

SEARLE

© 1993 Searle
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NeW 1wo caplets, once a day *

- DAYPRO

' (Oxaprozin) Bgg

¥ Efficacy

From the same chemical class as naproxen and ibuprofen,
but with the extended duration of action of piroxicam'

¥ Tolerability

Gl tolerability without a loss of therapeutic efficacy’

¥ Once-a-day dosing
Usual adult dosage is 1200 mg/day (two 600-mg caplets)*

want in an NSAID
—

- -



DAYPRO All you want in an NSAID

(Oxaprzn) e

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

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

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

BRIEF SUMMARY

CONTRAINDICATIONS: Patients with previously d d hyp y 10 oxaprozin or any of
its components or in individuals with the complete or partial syndrome of nasal polyps, angioedema,
and bronchospastic reactivity to aspinn or other nonsteroidal anti-inflammatory drugs (NSAIDs), Severe
and occasionally fatal asthmatic and anaphylactic reactions have been reported in patients recewving
NSAIDs. and there have been rare reporis of anaphylaxis in patients taking oxaprozin.

WARNINGS: RISK OF GASTROINTESTINAL (GI) ULCERATION, BLEEDING, AND PERFORATION WITH
NONSTEROIDAL ANTI-INFLAMMATORY DRUG THERAPY: Serious Gl foxicity, such as bleeding,
ulceration, and perforation. can occur at any lime, with or without warning symptoms. in patients
treated with NSAIDs. Although minor upper GI probl such as d are . and usually
develop early in therapy, physicians should remain alert for ulceration and bleeding in patients treated
chronically with NSAIDs, even in the absence of previous Gl tract symptoms. In patients observed in
chinical tnials for several months to 2 years. symptomatic upper Gi ulcers, gross bleeding, or perforation
appear 1o occur in approximately 1% of patients treated for 3 to 6 months, and in about 2% 1o 4%
of patients treated for 1 year. Physicians should inform patients about the signs and/or symptoms
of senous Gl toxicity and whal steps to take il they occur. Patients at risk for developing peptic
ulceration and bleeding are those with a prior history of serious GI events. alcohalism. smoking, or
other factors known 10 be associated with peplic ulcer disease. Elderly or debilitated patients seem
to tolerate uiceration or bleeding less well than other individuals. and most spontangous reports of
fatal Gl evenls are in these populations. Studies to dale are inconclusive concemning the relative risk
of various NSAIDs in causing such reactions. High doses of any NSAID probably carry a greater risk
of these reactions.

PRECAUTIONS: As with other NSAIDs, borderline elevations of one or more liver tests may occut in
up to 15% of patients. These ab I 1 ] b

iy rogress, remain y ged, or resolve

with continued therapy. The SGPT (ALT) test is probably the most sensitive Indicator of liver
dysfunction. Meaningful (3 times the upper imit of normal) elevations of SGOT (AST) occurred in
controlled chinical tnals of Daypro in just under 1% of patients. A patient with symptoms and/or
signs suggesting liver dysfunction or in whom an abnormal liver test has occurred should be evaluated
for ewdence of the development of more severe hepatic reaction while on therapy with this drug.
Severe hepatic reactions including jaundice have been reported with Daypro, and there may be a risk
of fatal hepatitis with oxaprozin, such as has been seen with other NSAIDs. Although such reactions
are rare, Il abnormal liver tests persist or worsen, clinical signs and symptoms consistent with liver
disease develop, or syst ifestations occur philia, rash, lever), Daypro should be
d Well-t hepatic ci does not appear 1o alter the disposition of unbound
50 dosage ad) 15 not necessary, Caution should be observed in patients with severe

hepatic dysfunction. Acute interstitial nephritis. hematuna, and proteinunia have been reported with
Daypro as with other NSAIDs. Long-term administration of some NSAIDs to amimals has resulted in
renal papiliary necrosis and other abnormal renal pathology. This was not observed with oxaprozin,
but the chinical significance of this diference is unknown. A second form of renal toxicity has been
seen in patients with preexisting conditions leading to a reduction in renal blood flow, where the renal
prostaglandins have a supportive role in the mantenance of renal perfusion. In these patients
administration of an NSAID may cause a dose-dependent reduction in prostaglandin formation and
may precipitate overt renal decompensation. Patients al greatest risk of this reaction are those with
previously impaired renal function. heart failure, or liver dystunction, those taking diuretics, and the
elderly, Discontinuation of NSAID therapy is often followed by recovery to the pretreatment state.
Those patients at high risk who chronically take axaprozin should have renal function monitored if
they have signs or symptoms that may be consistent with mild azotemia, such as malaise, fatigue.
or loss of appetite. As with all NSAID therapy, patients may occasionally develop some elevation of
serum creatining and BUN levels without any signs or symploms. The pharmacokinetics of oxaprozin
may be significantly altered in patients with renal insufficiency or i patients who are undergoing
hemodialysis. Such patients should be started on doses of B00 mo/day, with cautious dosage
mncreases if the desired effect is not obtained. Oxaprozin is nol dialyzed because of its high degree
of protein binding Like other NSAIDs, Daypro may worsen fluid retention by the kidneys in patients
with uncompensated cardiac failure due 1o its effect on prostaglandins. It should be used with caution
in patients with a history of hyp . cardiac dec in patients on chronic diretic
therapy, of in those with other d g to fuid Oxaprozin has been associated
with rash and/or mild ph y in der gic.testing. An increased incidence ol rash on sun-
exposed skin was seen in some patients in the clinical tnals, Because serious Gl tract ulceration and
bleeding can occur without warning symptoms, physicians should follow chronically treated patients
for the signs and'symptoms of ulceration and bleeding and should mnform them of the importance of
this follow-up. Anemia may occur in patients receiving oxaprozin or other NSAIDs. This may be due

salicylate toxicity. The anticoagulant effects of warfarin were not atfected by the coadministration of
1200 mg/day of Daypro. Nevertheless, caution should be exercised when adding any drug that affects
platelet function to the regimen of patients receiving oral anticoagulants. The total body clearance of
oxaprozin was reduced by 20% in subjects who y ived therap doses of cimetidi
or ranitiding, no other phammacokinetic parameter was affected. A change of clearance of this
magnitude lies within the range of normal variation and is unlikely to produce a clinically detectable
difference in the outcome of therapy. Subjects receiving 1200 mg Daypro qd with 100 mg metoprolol
bid exhibited statistically signif but in sitting and standing blood pressures
after 14 days. Therefore, as with all NSAIDs, routine blood p ] Id be id
in these patients when starting Daypro therapy. The coadministration of oxaprozin and antacids,
inophen, or conjugated gens resulted in no statistically significant changes in pharmaco-
kinetic parameters in single- and/or multiple-dose studies. The interaction of oxaprozin with lithium
and cardiac glycosides has not been studied. In oncogenicity studies, oxaprozin administration for 2
yEArs Was iated with the exace of liver (hepatic adenomas and carcinomas)
in male CD mice. but not in female CO mice or rats. The significance of this species-specilic finding
to man is unknown. Oxaprozin did not display mutagenic potential. Oxaprozin administration was not
associated with impairment of fertility in male and female rats al oral doses up to 200 mg/kg/day
(1180 mg/m?); the usual human dose is 17 mg/kg/day (629 mg/m?). However, testicular degeneration
was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to 3000 mg/m?) of oxaprozin
for 6 months, or 375 mg/kg/day for 42 days, a finding not confirmed in other species. The clinical
relevance of this finding is not known. Pregnancy Category C: There are no adequate or well-controlled
studies in pregnant women. Teratology studies with oxaprozin were performed in mice, rats, and
rabbits. In mice and rats. no drug-related developmental abnormaiities were observed at 50 to 200
mg/kg/day of oxaprozin (225 to 900 mg/m?). However, in rabbits, infrequent malformed letuses were
observed in dams treated with 7.5 fo 30 mg/kg/day of axaprozin (the usual human dosage range).
Oxaprozin should be used during pregnancy only if the potential benefits justify the potential risks 1o
the tetus. The effect of in preg women s unk NSAIDs are known to delay
parturition, to accelerate closure of the fetal ductus iosus. and to be fated with dy
Oxaprozin Is known to have caused decreases in pup survival in rat studies. Accordingly, the use of
p dunng late pregnancy should be avoided Studies of oxaprozin excretion in human milk
have not been conducled: however, oxaprozin was found in the milk of lactating rats. Since the
effects of oxaprozin on infants are not known, caution should be if oxap Is admi
10 nursing women. Safety and eftectiveness of Daypro in children have not been established. No
adjustment of the dose of Daypro is necessary in the elderly for pharmacokinefic reasons, although
many elderly may need to receive a reduced dose because of low body weight or disorders associated
with aging. No signil il in the profile for oxap were seen in studies
in the healthy elderly Although selected elderly patients in controlled clinical trials tolerated Daypro
as well as younger patients, caution should be exercised in treating the elderly, and extra care should
be taken when choosing a dose. As with any NSAID. the eiderly are likely to lolerate adverse reactions
less well than younger patients
ADVERSE REACTIONS: The most frequently reported adverse reactions were related 1o the Gl tract.
They were nausea (8%) and dyspepsia (8%).
INCIDENCE GREATER THAN 1%: In clinical trials the following adverse reactions occurred al an
incidence greater than 1% and are y related to R occurring in 3% to 9% of
patients treated with Daypro are indicated by an asterisk(*). those reactions occurring in less than
3% of patients are unmarked: abdominal pam/distress, anorexia, constipation®, diarrhea®, dyspepsia®,
Hatul nausea’, i CNS ition (depression, sedation, somnolence, or confusion),
disturbance of sieep. rash®, tinnitus, dysuria or frequency.
INCIDENCE LESS THAN 1%: Probable causal refationship: The following adverse reactions were
reported in clinical Irials al an incidence of less than 1% or were reported from foreign experience.
Those reactions reported only from loreign markeling experience are in ifalics The probability of a
causal relationship ewists between the drug and these adverse reactions: anaphylaxis, edema, blood
pressure changes. peptic ulceration and/or GI bleeding, liver function abnormalities including hepatitis,
dal or rectal bl g. anemia, thrombocylop leiih ia. ecchy weight
gan, weight loss, weakness, malaise. symptoms of upper respiratory tract infection, pruritus, urlicaria,
photosensitivity. biurred vision. conjunctivitis, acute interstitial nephritis. hematuria, renal insufficiency,
decreased menstrual flow.

Causal relationship unknown: The following adverse at an incid of less than
1% In chinical trials, or were supgested from g exp . under ci 25 where a
causal relationship could not be definitely established They are listed as alerting information for the
hy Iteration in taste, tis, pul y inf . alopecia, hearing d

to fhud retention, gastrointestinal blood loss, or an mcompletely described etfect upon eryth

Patients on long-term treatment with Daypro should have ther hemoglobin or hematocrit values
determined at appropriate intenals as delermined by the clinical situation. Oxaprozin, like other
NSAIDs, can affect platelel aggregation and prolong bleeding time. Daypro should be used with
caution in patients with underlying hemostatic defects or in those who are undergoing surgical
procedures where a high degree of hemostasis is needed. The side effects of NSAIDs can cause
discomfort and, rarely, serious side effects. such as GI bleeding. which may result in hospitalization
and even falal outcomes. Physicians may wish to discuss with their patients the potential risks and
likely benefits of Daypro treatment, particularly in less-serious conddions where treatment without
Daypro may rep an acceplabl fo both the patient and the physician. Patients
receving Daypro may benefit from physician instruction in the symptoms of the more common or
serious Gl. renal, hepatic. hematologic, and dermatologic adverse effects. Daypro is not known to
interfere with most common laboratory tests, including tests for drugs of abuse. Concomitant
administration of Daypro and aspirin 5 not recommended because oxaprozin displaces salicylates
from plasma protein binding sites. Coadministration would be expected to increase the risk of

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific Information Department
4901 Searle Parkway

Skokie, IL 60077

increase n menstrual flow.

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

OVERDOSAGE: No patient experienced either an accidental or intentional overdosage of Daypro in the
clinical trials of the drug. Symp f ) acute dose with other NSAIDs are usually limited
lo lethargy. drowsiness. nausea. vomiting, and epigastric pain and are generally reversible with
supportive care Gl bleeding and coma have occurred following NSAID overdose. Hypertension, acute
renal failure. and respiratory depression are rare. Patients should be managed by symplomatic and
supportive care following an NSAID overdose. There are no specific antidotes. Gut decontamination
may be indicated in patients seen within 4 hours of ing with or ing a large
overdose (5 to 10 times the usual dose). This should be accomplished via emesis and/or activated
charcoal (60 to 100 g in adults. 1 10 2 g/kg in children) with an osmotic cathartic. Forced diuresis,
alkalization of the urine, or hemoperfusion would probably not be useful due to the high degree of
protein binding of oxaprozin 2/2/93 » PI3DATIIEV

Box 5110
Chicago, IL 60680-5110

SEARLE

Reference: 1. Data on file, Searle
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LOZOL™ (indapamide) 2.5 mg tablets
BRIEF SUMMARY

INDICATIONS AND USAGE: LOZOL (indapamide) = indicated for the treatm
hypertension, alone of in combinaion with oiher antihypertensve drugs. and for the
freaiment of sat and Buid retenbon assocated with congestive heart fadure
Usage in Pregnancy: See PRECAUTIONS
CONTRAINDICATIONS: Anira, hypersensitivity 0 indapamide or flonamide-
dermved drugs
WARNINGS: infrequent cases of severe hyponatremsa, accompaned by hypokalema
have been reponed with the use of recommended doses of indapamide prmanly in
eiderly femaies. Symploms were reversed by slectroiyte regienishment (see
PREEI-UNONS: Hypokaiemia occurs commonly with duretics (see ADVERSE
TIONS, ypokalemia), and uec:mi! monitonng & essental in general
nmrm:s should not be qgven with ki
PRECAUTIONS: Perform serum Hel:frdm determnations at appropriate infervals,
especially in patients who are vomiling excessively of recenving parenteral Buids. in
patients subject 1o electrolyle imbalance, or in pabents on a sait-resincied det In
ddiion, patients showkd be observed for clmcal sigrs of fud or slectroyte
imbalance, such as hyponatremia. hypochioremc aikalosss, or hypokalemsa. The sk
ol hypokaiemia secondary 10 dluresss and natriuresis & increased with targer doses
wilh bresk dresss, with severe Crrhoss. and wifh concometant use of corboost
of ACTH. interference with adequate oral intake of siectrofytes will also contribute fo
hypoksiemia. Hypolalemia can Sensitize of exaggerate the response ol the heart fo
ihe toc effects of digitalis, such as increased venincutar imitabeity
Ditional hyponatremia may occur o edematous patents; appropriale reatment is
usually waler restnchon. in actual sat depletion, aporopriate replacement & the
treatment of choice. Chioride defioit 15 usually mid, not requinng specific treatment
excepl in exraordinary crcumstances (ver, renal disease]
Hyperuricemsa may occur, and frank gout may be precprtated in certan patients
Tecenving indapamide. Serum concenirations of unic acd shouid be monitorsd

penodicaly

Use with Caution in patients with severe renal disease, consider withholding o
tscontnung if progressive renal imparment i observed. Renal function fests shouid
be performed periodically

Use with caution in patients with impared hegatc function or progressive iver 2
ance minge aerabons of fud and electrolye balang ipitate hepabic coma
Lateni diabetes may become manifiest and msuln requirements in diabetic patents may

be altersd dunng thande adminstration. Serum concentr
manitored routinely during reatment with indapamide

of glucose should be

N

A safety profile that works in concert with other
antihypertensive agents

In limited controlled trials.

no notable change in the nature

or frequency of adverse reactions was shown when LOZOL
was combined with other antihypertensives. LOZOL is well

tolerated and does not adversely affect lipids.

Dyazide® or Maxzide,

* And unlike

e may be no increased risk of

hyperkalemia when LOZOL is used in combination with

ACE inhibitors.

ONCEA DJ}

INIAFANIE 2aieR

PERFORMS WITH GONFIDENCE

Calomm excretion s decreased by duretics pharmacologicaly retated 10 indapamide
Serum concentrabons of calcum increased onfy shghtty with indapamide -
studies of hypertersive patients. Indapamide may decrease serum PBI ke

sqgns of thyrod disturbance. Compiications of hyperparathyrodism have
Dsconsinue before tests of parattryroid funchon are performed

Thiandes have exacerbated or achvaled sysiemic upus erythematosus

posshiity with indapamide

DRUG INTERACTIONS: L0Z0L may acd 1o of potentiate the acton of ather

norepmephine, but thes does nm preciude e e of norepmephine

In mouse ang ral etime caronogencity studhes. there were no soniicant differances
m the incidence of tumors between the indapamde-treated anmas and te control
Groups

Pregnancy Category B Diretics cross the placental bamer and appear in cord blood
Indapamde should be used during pregnancy only f clearfy needed Use may be
associated with fetal or neonatal jaundce, ihrombocytopenia, and possibly other
adverse effects that have occurmed o aduls 1 s not known whether the drug 5
excreded in human milk I yse of his drug is deemed essenbial, the pat ould siop
nursing

ADVERSE REACTIONS: Must adverse effects have been mid and transient From
Prazse I placebo-controlied studies and long-term controlied cimca tmaks, adverse
reactions with > 5% cumulative incidence: headache, dizriness, faligue, weainess, loss
of energy, lethargy, tredness or makse, muscle Cramps Or spasm of numbness of the
Extremifies, nervous tension, amuoety, smitabdity o agitabon, <

anorena, orthostatic hypolension, premature ventrcular contractions, imeguiar hean!
beat, paiptadons, frequency of unnaion, nociuria, pofyuria, rash, hves, prisitus.
vasculies, impotence o reduced ibido, rhinorrhea, flushing. hyperunicemia,
hyperglycemia, hyponatremia, hypochioremia, increase m serum BUN or creatrine
Qyeosuria, wesght loss, dry mouth, Singling of extremities. Hypokalemsa with
concomitant cnical Sa;rs o symptoms occured o 3% of pmn's TECENg
indapamade 2.5 mg q.d and 7% of pabients recenving indapamide 5 mg qd In long
term controlied cincal irials comparing te hypokalemic #ffects of day doses of
indapamide and hydrochiorothiance, however, 47% of patients recening ndagamide

of panents receiving indapamide 5 mg. and 44% of padents recening
hydrochiorothands 50 mg had af least one potassum value {ouf of of 11 taken
during 1 dy) below 35 mEg/L O the indapam

1|\ ine H. o

- A polassium-spanng

¥
¢ Laboratones

£ miormaton below

5% of those patients returned to normal Serum potassaum vakues without mfervention
mmmmrmmmmmmnmm
cholestatic jaundice, sialadents, xanthopsia, photosensibity, purpura, buous erupbions,
Stevens- Johnson Syndrome, necronng angubs, fever, respiratory destress (incuging
prewmondts, anaphylachic reactons, agranuiocyioss, leukopens, frombocylopenia,
apiashe anema

CAUTION: Federd (L1 SA) law prohbsts dispensing without prescription

Keep Bightly closed. Store at room temperature. Avoud excessive heat

(ispense in tight containers as defined in ISP

See product orcutar for ful prescribing information. Revesed: March 1992

wich RA, Nesss ES, et a: Long-tem experience with

Eﬁ“ Pvmmzsz 2 Meyer-Sabellek W, Gotzen R,
X leveis during long:-term tretment of hypertension with
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ily physicians will play the central role in our country’s
health care provision system and that ways need to be
found to ensure that enough patients will flow to other
specialists so as to maintain the financial status quo.

Maury J. Greenberg, MD, D-ABFP
Stony Brook, NY

1. Clowe Jt. Welceme 1o the lamily. Arch Fam Med. 1992;1:23-24.

In reply

The study I described by the AMA Council on Long Range
Planning and Development in cooperation with the American
Academy of Family Physicians' identified factors that were
likely to influence the future of family practice. The study
findings were meant to be descriptive, not prescriptive. The
fact is, fewer family physicians are including obstetrics in their
practices, us the Council predicted and as was noted at the
Academy’s annual meeting in San Diego, Calif (American
Medical News, November 16, 1992:45). Thirly years ago,
the majority of family physicians did some obstetrics; today
only 25% to 30% do. This is not to say what should happen,
merely what is happening. Liability issues have played a part,
as have life-style choices and availability of obstetric training.

My comments citing the importance of the family
physician as patient advocate and case manager were not
meant to “relegatle] family physicians to the role of ‘refer-
ralists.” " My point was just the opposite: that family phy-
sicians are uniquely trained and suited to provide broad-
based, cost-effective care to their patients, referring to
other specialists when medically appropriate. Physician
specialty may indeed have an impact on resource utiliza-
tion, as has been suggested recently.” The expertise of fam-
ily physicians and others in primary care specialties is
likely to be a key ingredient in health care cost reform.

Dr Greenberg is certainly correct: the scope of family
practice is expanding. I hope this new ARCHIVES will contrib-
ute to this expanding knowledge base by helping family phy-
sicians keep abreast of emerging technologies, procedures, and
issues that affect their practice.

John L. Clowe, MD
Chicago, 11

1. American Medical Association Council on Long Range Planning and Develop-
ment. The Future of Family Practice. Chicago, ll: American Medical Associa-
tion; 1988.

2. Greenfield S, Nelson EC, Zubkolf M, et al. Variations in resource utilization
among medical specialties and systems of care: results from the Medical Out-
comes Study. JAMA. 1992;267:1624-1630.
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If you're looking for some good
reading, you've just found it. The
free Consumer Information
Catalog.

The Catalog lists about 200 federal

publications, many of them free.
They can help you eat right,
manage your money, stay
healthy, plan your child’s
educdation, learn about federal
benetits and more.

So sharpen your pencil. Write for
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Catalog. And get reading worth
writing for.

==« Consumer Information Center
% Department RW
Pueblo, Colorado 81009
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the Consumer Information Center of the U.S. General Services Administration.

®
W (isosorbide mononitrate) 20 mg tablets
42700
BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION, SEE PACKAGE CIRCULAR.)

Indications and Usuc Ismo is indicated for prevention of angina pectoris due to coronary artery disease.
The onset of action is nol rapid enough for it to be useful in aborting an acute anginal episode.

Clinical PI i is the major active metabolite of isosorbide dinitrate; most
of the clinical acnvny of the dinitrate comes from the mononitrate. Ismo is not subject to first-pass
metabolism in the liver and the ility of i i from Ismo tablets is nearly

100%. The rate of clearance of Ismo is the same in heaithy young adults, in patients with various degrees of
renal, hepa(ic or cardiac dysfunction, and in the elderly.

Several welt studies have that active nitrates were indistinguishable from placebo
after 24 hours (or less) of continuous therapy due to the deveiopment of tolerance. Only after nitrates are
absent from the body for several hours is their antianginal eﬂncacy restored.

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

The same twice-daily regimen of Ismo tablets avoided st effects.
In studies of other nitrates, the i eand itude of such appear to be highly dependent
upon the of nitrate i

C Alfergic ions are y rare, but do occur. Ismo is contraindicated in patients
allergic to it.

Warnings Because the eﬂects of Ismo are difficuit to termmate rapidly and have not been established in
patients with acute my (MI) or heart faiture (CHF), this drug is not recom-

mended in these patients. If Ismo is used in these patients, careful clinical or hemodynamic monitoring is

required to avoid the hazards of hypotension and tachycardia.

Precautions GENERAL Severe hypotension, particularly with upright posture, may occur with even small

doses Theretore use with caution in patients who may be volume depieted or who are aiready hypotensive.
y ia and i angina pectoris may accompany Ismo-induced hypotension.

Nmates may aggravate angina caused by hypertrophic cardiomyopathy.

INFORMATION FOR PATIENTS Teli patients they must carefully follow the prescribed dosing schedule (2

doses taken 7 hours apart) to maintain the antianginal effect (eg, take first dose on awakening and second

dose 7 hours later).

Daily headach i with nitrates, including Ismo, and are a marker of drug

activity. Patients with headaches should not alter their treatment schedule since loss of headache may be

with loss of efficacy. may be treated with aspirin and/or
without ing the antianginal activity of Ismo.
Light: on ially just after rising from a recumbent or seated position, may occur.

Thls may be more Irequent in patients who have consumed alcohol.

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

Marked i ion has been reported when calcium channel blockers and
organic mtrates were used in combmatmn Dose adjustments of either class of agents may be necessary.
CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY No carcinogenic effects were
observed in mice or rats exposed to oral Ismo, nor were adverse effects on rat fertility observed.

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

PREGNANCY CATEGORY € ismo has been shown to have embryocidal effects in rats and rabbits at doses at
least 70 times the maximum human dose. There are no and well d studies in p!

women. Use during pregnancy only if potential benefit |ustmes potential fetal risk.
NURSING MOTHERS Excretion in human milk is . Use caution if
PEDIATRIC USE Safety and effectiveness have not been established.

1o a nursing woman.

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

*Some individuals discontinued for multiple reasons

Fewer than 1% of patients reported each of the following (in many cases a causal relationship is uncertain):
Cardiovascular, angina pectons arrhythmlas atrial ﬂbnllanon hypotension, paipitations, poslural hypo—

tension, Der ic; pru-

ritus, rash. Gaslwmlestmal abdominat pam duarmea dyspeps;a lenesmus tomh disorder, vomiting.
inary,; dysuria, i urinary fi blurred vnsmn cold

sweat, diplopia, edema malaise, neck stmness noors kel anhralola gic, agita-

tion, anxiety, y hypokinesia, i appen i ia, ner-

i y;bronchms. ia, upper respi y tract i
Rarely, ordinary doses of organic nitrates have caused inemia in normal ing patients
{See Overdosage).

Overdosage The ill effects of overdosage are generally related to the ability of Ismo to induce vasodilation,
venous pooling, reduced cardiac output and hypotension. Symptoms may include increased intracraniat
pressure, with any or all of i and fever; vertigo; palpita-
tions; visual disturbances; nausea and vommng (possibly with colic and even bloody diarrhea); syncope
(especially with upright posture); air hunger and dyspnea, later foliowed by reduced ventilatory effort;
diaphoresis, with the skin either fiushed or cold and clammy; heart block and bradycardia; paralysis; coma;
seizures and death.

Serum levels have no role in managing overdose. The likety lethal dose in humans is unknown.
There is neither a specific antidote to Ismo overdose nor data to suggest a means for accelerating its

elimination from the body; dlalysns os fh . H with Ismo resuits from
and arterial by ; therefi direct therapy toward an increase in central fiuid vol-
ume. Use of arterial ictors (eg, ine) is tikely to do more harm than good. In patients with

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

lobinemia has in patients g other organic nitrates, ana probably could oceur as
a side effect of ismo. There are case reports of sngnmcam
overdoses of organic nitrates. None of the affected patients had been thought to be unusually susceptlbie
Suspect the diagnosis in patients who exhibit signs of nmpa"ed oxygen delivery despite adequate cardiac

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

DOSAGE AND ADMINISTRATION The recommended regimen of ismo tablets is 20 mg (one tablet) twice
daily, with the two doses given 7 hours apart. For most patients, this can be accomplished by taking the first
dose on awakening and the second dose 7 hours later. This dosing regimen provides a daily nitrate-free
interval to avoid the of y (see P y).

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

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

This Briet Summary is based upon the current Ismo direction circular, Cl 4127-1, Issued January 10, 1992.
- - BOEHRINGER
AH ROBINS ‘A’U\BORATORIES

MANNHEM
PHARMACEUTICALS
60312P © 1993, Wyeth-Ayerst Laboratories
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Effective lipid management
‘doesn't have to be tough

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 Iib)
when the response to diet alone has not been adequate.
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Effective lipid management—improves key lipids =
Significantly reduces LDL-C. Increases beneficial HDL-C. >

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

LDL-C Total C Triglycerides

-16 to -25% -11 to -24%

-22 to -34%

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

Excellent safety/tolerability profile for patients

® Low incidence of sideeffects

@ Discontinuation rate from pravastatin (1.7%) was not statistically differentfrom that
of placebo (1.2%)

® Active liverdisease orunexplained transaminasg'elévations, pregnancy and lactation
are contraindications to.the use of pravastatin

Easy dosing regimen and other patient benefits

@ Usual dose: 20mg once daily at bedtime, with or without food
@ PRAVACHOL can be used confidently with many other medications

PRAVAC

pravastatin sodium

Please see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS in the brief summary of
prescribing infarmation on the final page of this advertisement.




Reference: 1. Jones PH, et al. Once
response study. Clin Cardial. 1991;14:146-151.

PRAMACHOL® {Pravastatin Sodium Tablets)
CONTRAINDICATIONS

Hy itivity 10 ary comp oilhis

Actne bver disease or i jons in kver function tests (see WARNINGS)
ngrwwaummm%osdamssamwmswmmm lipid-lowering drugs during
prema'\cymmmvemenmwmeanwnedmg1ecmmetwydpnmaryhyperwoleslemlemaCho
lesteral and other products of chok e components kor fetal development (including
cholesterol synthesis

in patients with primary hypercholesterolemia: a dose-

during pregnancy and in nursing mothers.

infiltration of perivascular spaces, were seen in dogs trealed with pravasiatin at a dose of 25 mg/kg/day, a dose
MwodmdapmvndmmmtmmmmﬁemeMnn‘manglm
wmmmmmmmmmmmmm

A chemicalty simiar drug in this class produced optic nerve ¢ o ion of reti-
Wtemp.nammmnamwwmamwmyamm
awmwmmmm&mmmmawmwﬂnmmmw
recommended dose (as measured by total enzyme inhibitory activity). This same drug aiso produced ves
WM%WMWW&WMWWWM%&
180mg/kg/dayadosemmaﬁednammwsmdmglevasmktommmhmesomgﬂgw

of Fertility: in a 2-year study in rats fed pravastatin at doses of

lowamﬂig/kgbodymtmerevasmrueasedmdhepam - P
rng*mtdose(woouNnmg\ratswregmnwwwsumsuennmdoseMmamg/kgmwn
bassthetrsenxndrugleﬂswereoriy&!olomnssmm measured in humans gven 40 mg

age only when such patients are highly uniikely i
hazards. If the patient becomes pregnant while taking this class of drug. therapy should be discontinued and the
patient apprised of the potential hazard to the fetus.

WARNINGS

Lives Enzy -CoA ibitors, ke some other Upid-lowering therapies, have been associated
with biochemical abnormiakiies of iver function. of serum trar (ALT, AST) values to more than
3 times the ypper kmit of normal occuming on 2 or more (not necessarily sequential) occasions have been reported
in 1.3% of patients treated with pravastatin in the U.S. over an average peniod of 18 months. These abnomalities
weremlasoaaledmmdumasmdddmappwloberetaledlolr&amenlmmm In those patients in
whom these mwmmmmtouamammmMmm:nmmmmm
transaminase levels usually fell siowdy to p levels.
workdwide

experience
tare patients.

As with other kpid-lowering agents, kver function tests should be performed during therapy with pravastatin.
Serum amanotranslerases, including ALT (SGPT), should be monitored before treatment begins, every six weeks
for the first itwee months, Magllmmmnelmmdﬂ\efnﬂmwwmmereaﬂa(eg,
atmnmmmnwmmmmmmmmlomnmmmdevaop transaminase
levets. Liver function tests should be repeated to confirm an and at more
frequent intervals. HmewesnASTanAlIm“emednmemmeuwermdmmpersst

and/or panmayalsobepfsemn

then therapy should be desc d. P amir etevations following discontinua.

lamdlhevapymaymrmlwus-devaﬁmdherblomy

Active bver disease of Wmmxemamtmstomelmdprmmn(see

CONT IONS). Caution should be d when 1o patients with a history of

lvevdtseaseomwvyaoauhgeswn(seemmmm Pharmacokinetics/Metabokism}. Such

patients should be closely monitored, started at the lower end of the recommended dosing range, and titrated to

the desired therapeutic effect.

Skeletal Muscle: i jobinuria has been re-
with and other drugs in this class. Unmvﬁcalednm'ahasdsobeenrepmadn

actung or muscie weak-
ness in connction with increases in creatine (OPK)vahmlogm(erltmlOlimv\ewperhm

Theo:alaamrst(almdlo 30, or 100 mg/kg (producing
human drug levels at 40 mg) of pravastatin (o mice for 22 months resulted n a increase in
the incxdence of malignant lymphomas in treated females when all treatment groups were pooied and compared {0
conltrois (p<0.05). The incidence was not dose-related and male mice were not affected.

A chemically similar drug in this class was administered 10 mice for 72 weeks at 25, 100, and 400 mg/kg body
weight, which resulted in mean serum drug levels approximately 3, 15, and 33 times higher than the mean human
senum drug concentration {as total inhibitory activity) after a 40 mg oral dose. Liver carcinomas were significanty
increased in high-dose females and mid- and high-dose males, with a maximum incidence of 90 percent in males.
The incidence of adenomas of the liver was signeficantly increased in mid- and high-dose females. Drug treatment

tin as n d by AUC.
plasma drug levels approximaedy 0.5 t0 5.0 times
statistically signfficant i

assaytsngSaodnamvyosoam haﬂditm mmsme\ndeneedmnagermyn
either a dominant lethal test in mice or a micronucleus test in mice.

Ina study in rats, with daily doses up 1o 500 mg/kg, pfammmm(pfodneanymseeﬁecismimity
or general . However, in a study with another inhibitor,
decreased mmaleralstrealedtcr:'.dwe&sat%mg/kgbaiywag'n
obseneduna&mmlmmys(mmhsmdosewasmmhﬁmmmcyded
ng epididymal maturation). In rats treated with this same reductase inhibitor at
|80mg/kg/day semnfemsiubtkdegemralm(muossaﬂbssdspe‘nmogumeumemm was observed.
Although not seen with pravastatin, two simidar drugs in this class caused drug-refated testicular atrophy, de-
creased spermatogenesis, spermaiocytic degeneration, and giant cell formation in dogs. The clinical significance
ommefmingsismdear see

X:
Y

CONTRAINDICATIONS.

Salet npregmivmmhanotbeenmw Pravastatin was not teratogenic in rats at doses up lo
1000mg/kg(ﬁlywmd)msaldmo(wt050mg/kgda0y These doses resulted in 20x (rabbit) or 240x (rat)
the human exposure based on surface area (mg/meter2). However, n studkes with another HMG-CoA reductase

matformations PRAVCHOL should be

dnor"awmrepmedmbepossdymetoptamamnodymepawmndm:al(nds(<01%)
should be considered in &ty patient with diffuse muscle and/or
mncndm(mmyuubeadmedmmpmmmwmmsdepm tendemess or weak-
ness, pannlanydmnpmedbywaasea(ever ﬁmwmmmﬂm
edly elevated CPX levels occur or therapy shouid
mummmmummmummm«mmumw

the deveiopment of renal failure to i e@,mmmmnwm-
gery; severe ol docri or

The rsk of thy during s duwerap/wmenthefcydownegem
tiroz, erythworiyan, ormamsm\stevedmmnenuy There is no expenence with the use of pravastatin
together with cyclosporine. Myopathy has not been observed in clinical trials involving small numbers of patients
Mvoweietreawdm\hpfavasamtogemermmmlOrwvudhmadsczetwlmgombnedmermwrlh

Mbitmskeiew were obsesved in rats and mice. {pravastatn sodum)

i dto of child-bearing potential onty when such patients are highty uniikely 10 conceive and have
bea'mfotmeddmepotmualhazads If the woman becomes pregnant white taking PRAVWCHOL, it should be
discontinued and the patient advised again as to the polential hazards 10 the fetus.

Nursing Mothers: A smal amount of pravastatin is excreted in human breast mik. Because of the poten-
tial for serious adverse reactlions in nursing infants, women taking PRAVACHOL shoutd not nurse (see
CONTRAINDICATIONS).

Pediatric Use: and effectiveness in individuals less than 18 years old have not been estabkshed. Hence,
treatment in patients less than 18 years old is not recommended at this teme. (See also PRECAUTIONS: Genesal.)
ADVERSE REACTIONS

Pravastatin is generally well tolerated; adverse reactions have usually been mild and transient. In 4-month long
placebo-controlied trials, 1.7% of pravastatin-treated patients and 1.2% of placebo-treated patients were discon-
mmueammtmummmmmmmmmmmmdﬂemmw
i significant. In long-team studies, the most common reasons for discontinuation were

pravastatin and gemfibrazil showed a trend toward more frequent CPK elevations and patient wit due 1o
musaoskeletal symploms in the group receving combined treatment as compared with the groups receiving
placebo, gemfibrazil, or pravastatin monotherapy. Myopathy was not reported in this trial (see PRECAUTIONS:

asymptomatic
serum transaminase increases and mikd, non-specific estinal complaints. During clinical inals the overall

Drug kreractions). One patient developed myopathy when clofibrate was added o a previously wel

gastrointests
of adverse events in the elderty was not different from the incidence observed in

regeuien of pravastatin; the niyopathy resolved Mwndtmmemermymssloppedmd ’
contnued. The use of fibrates alone may iy be d with thy. The bined use
apmmwmmmbem

PRECAUTIONS
General: Pravastatin may elevate creatine phosphokinase and transaminase levels {see ADVERSE REACTIONS).
Thsmldbeomsdaednmedﬂe'amdaaymsddmlpmnapatmlmmempywm pravastatin.
Farndial Hypex has not been evaluated in patents with rare homo-

ZyGaus tamdal hypevdwsletdema In this gmu;) ot patients, it has been reported that HMG-CoA reductase
1715 ave kss effective because the patients tack tunctional LDL receptors.

fica- 1cy. A singhe 20 mg oral dose of pravastatin was administered to 24 patients with varyng degrees
4w alimparrr - 1t (as detenined by creatinine Clearance). No effect was observed on the phanmacokanetics of
£ravastatn 5 Sa-hydroxy isoiveric metabokte (SQ 31.906). A small increase was seen in mean AUC vakues and
hat te (1Y240r the inactive enzymatic nng hyaroxylation metabolite (SQ 31,945). Given this simall sample size, the
00sdge admn bz d. and the degree of INcmidual vanabisty, patients with renal impairment who are receiving
pravastatin shouid te chosely mudtored.
tnfor mation for Patients: Patients shouki be adwvised 10 report ty unexp

mmmmg%dmw%nmnmmmwaemwbemmwawmmmm

muscie pain, o

RS, panxxlanyndooawamedb/nmseortever
Drugys, G Niacin (Nicotinic Acid), Erythromycin: See WARN-

Drug int
INGS: Skedetal Muscle.

Antigynine: Clearance by the cytocheome P450 system was unallered by concomitant admmistration of prav-
astatin. Since pravastatin dues not appear 10 wduce hepatic drug-metabolizing enzymes, it is not expected that
ary signdicant irteraction of pravastatin with other drugs {e.g.. phenytoin, quinidine) metabolized by the cyto-
chiome P450 system wdl ocour.

Chukcstyrarime/Cokestipal: Cormomitant adlmnslrabm resuited in an approximatety 40 to 50% decrease i the
mean AUC of ¢-avastatin, However, madnvnstevedlm:rbeﬁxeau\oursaﬁerdm
tyramure of 1 how betore colestipol and a standard meal, there was no clinically significant decrease in bio-
avadabAty or the:apeulic eticot. (See DOSAGE AND ADMINESTRATION: Concomitant Therapy.)

Warfaer. in a study invoiving 10 healthy male subjects geven pravastatin and warfarin concomitantly for 6 days,
bioavalabilily pacameters at steady state for pravastatin (parent compound) were not allered. Pravastatin did not
alter the plasm.a proten-bwnding of warfarin. Concomitant dosing did increase the AUC and Cmax of warfarin but
a1 not produce any changes i its anticoagutant action (i.e., no increase was seen in mean prothrombin time after
6 days of concomtant therapy). However, bleedngamamemep(dongallonofpm!twmmmh:sbeen
reported with another drug in thes class. Patients receiving warlanin-type anticoagulants should have their pro-
thrombie trmes closely monitored when pravastatin is indiated or the dosage of pravastatin is

Gmetidine: The AUCq ., for pravastatin when given with cimetiding was not significantly dlﬂefm1 from me
AUC for pravastatin when given alone. A sgnificant difference was observed the AUC’s for |
when given with cimetidine compared to when administered with antacd.

Dgoxn: In a crossover tnal involveg 18 healthy male subjects given pravastatin and digoxin concurrently for
9 days, the bioavadability parameters of digoxan were not affected. The AUC of pravastatin tended to increase, but
the overal ioavadabiity of pravastatin plus its metabolites SQ 31,906 and SQ 31.945 was not altered.

Gemfitrezi: Ir: a crossaver study in 20 healthy male volunteers given concomitant single doses of pravastatio
and gemitibrozil. there was a signficant decrease in urinary excretion and proten binding of pravastatin. in addition,
there was a signdficant increase in AUC, Cmax, and Tmax for the pravastatin metabolite SQ 31,906. Combination
therapy with pravastatin and gemfibrozil is generally not recommended.

Al Events % Events Attributed to Study Drug %
Pravastatin Placebo Pravastatin Placebo
Body System/Event N =900} N=411) (N=900) N=411)
Cardiovascular
Cardiac Chest Pain 40 34 0.1 0.0
Desmatologic
Rash 40 1 13 09
Gastrointestinal
ng 73 7.3 29 34
6.2 56 2.0 19
Abdominal Pain 54 6.9 2.0 39
Constipation 40 70 24 5.1
Flatuk 33 36 27 34
Heartburn 29 .9 2.0 07
General
Fatigue 38 34 1 10
Chest Pain 3.7 .9 03 0.2
Influenza 24 07 0.0 00
Musculoskeletal :
Localized Pain 100 a0 14 15
Myalgia 27 10 0.6 0.0
Nervous System
6.2 39 1.7 02
Dizziness 33 32 1.0 0.5
Renal/Genitourinary
Urinary Abnormality 24 29 0.7 1.2
Respiratory
Common Cold 70 6.3 0.0 0.0
Rhintts 40 41 0.1 0.0
Cough 26 1.7 0.1 0.0

*Statisticalty significantly different from placebo.

The fallowing eflects have been reporied with drugs in this class:

Skeletal: myopathy, rhabdomyolysis.

Neurological: dysfunction of certain cranial nerves (inciuiing alteration of taste, impairment of exira-oeulas
movement, facial paresis), tremor, vertigo, memory loss, paresthesia, peripheral neuropatty, peripheral nerve palsy.

HRypersensitivty Reactions: Mappafmlnypersasmmyswldrmlehasbeenrapmedradymhas-uned
one or more of the features: anaphylaxis, angioedema, lupus - syncrome, polymyalgia
rheumatlica, vascuditis, purpura, thrombocytopenia, leukopenia, anemia, positive ANA, ESR increase,
arthritis, arthralgia, urticaria, asthenia, phot mmmwmmmm
neozo?ysus erythema mustdforme, including Stevens-Johnson syndrome,

In nteraction studies with aspum, antacds [1 hour prior 1o PRAVACHOL (p

w3l pancreatitis, hepatitis, including chronic active hepatitis, cholestatic jaundice, fatty change in

rizotue acid, o probucol, no statistically significant differences in bnoavalab-llly wese seen when PHWQ
was adinunisiered.

Other Drugs: During clnuCal trials, no noliceable drug interactions wese reported when PRAVACHOL was added
10. dwretics, anthypertensives, digitalis, converting-enzyme inhibitors, calcium channel blockers, beta-blockers,
o eilsGglycenin
Endocrine Fur.ction: HMG-CoA reductase intubitors interfere with cholesterol synthesis and lower circulating
cholesterdl keveis and, as such, might theoretically blunt adrenal or gonadal steroid hormone production. Results of
chnical trials witn pravastatin in males and post-menopaussal lemales were inconsistent with regasd to possible
effects of the arug on basal sterok) hormone levets. In a study of 21 males, the mean testosterone response 1o
human chononic gonadotropin was significantly reduced (p<0.004) after 16 weeks of treatment with 40 mg of
pravastatin. However, the percentage of patients showing a =250% rise in plasma testosterone after human
chorionic gonadotropin stimulation did not change significantly after therapy in these patients. The effects of
HMG-CoA reductase inhibitors on spesmatogenesis and fertility have not been studied in adequate numbers of
patients. The effects, if any, of pravastatin on the pituttary- gamda!axnsnpve—menopmsaﬂemal%a{euﬂmn
Patients treated with pravastatn who display cinical evidence of endocrine dysfunction should be evaluated
appropriately. Caubon should also be exercised if an HMG-CoA reductase inhibitor or other agent used to lower
cholesterol levels is administered to palients akso receiving other drugs (e.g., ketoconazole, spronolactone, cim-
etdine) that rmy dunirush the levels or activity of steroid hormones.

CNS vascular lesions, charactenized by perivascular hemomrhage and edema and mononuciear cell

© 1993 E. R. Squibb & Sons, Inc., Princeton, NJ DK-003

issued: February 1993

hvevand rare?yorﬂzomhﬂwnmlhepahcneuos&andhepa!«namm vomiting.

Reproductive: tia, loss of ibido, erectile dysfunction.

Eye: progfessondcataracts[iens
Laboratory Test Abnormalities (ALT, AST) values and CPK have been
observed (see WARNINGS).

Transient, asymptomatic ecsinophiia has been reported. Eosinophl counts usually retumed to nosmial despite contin-
mmmmmmmmammwmm mc,ommmnﬂas

has been administered concunently with cholestyramine, colestipl, nico

hnncaad pmbumlandgemfbroﬂ Paeiﬂnnarydatast;gg%tﬂet"\eadddmdaﬂzerpvmm«gmﬂmut
therapy with lovastatin or pravastatin is nat associated with greater seduction in LDL-cholesterol than that
achieved with lovastatin or pravastatin alone. No adverse reactions unique to the combination or in addition to
those previously reported for each drug alone have been reported. Myopathy and rhabdomyalysis {with or without
acute renal failure) have been reported when another HMG-CoA reductase inhibitor was used in combination with
mmunosuppressive drugs, gemiitrazil, erythromycin, or bpid-lowering doses of nicotinic acid. Concomitant ther-
apy with HMG-CoA seductase inhibitors and these agents is generally not recommended. (See WARNINGS:
Skeletal Muscle and PRECAUTIONS: Drug interactions.)

OVERDOSAGE
There have been no reports of overdoses with pravastatin.
Should an accidental dose occur, treat symptc

II'ISerﬂ'Iu

and institute supportive measures as required.
%&iﬁd—MyasSqlﬁbbCompany
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ONCE DAILY FOR RELIEF

Nasal
Inhaler

(triamcinolone acetonide)

Turns patient complaints...Into patient compliance

ONCE parcy

INdSdCO
(triameinolone acetonide)

For Intranasal Use Only
Shake Well Before Using

BRIEF SUMMARY

CONTRAINDICATIONS: Hypersensitivity to any of the ingredients of this preparation
confraindicates its use

WARNINGS: The replacement of a systemic corticosterold with a topical corticoid can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may experience
symploms of withdrawal, e.g. joint and/'or muscular pain, lassitude and depression, Pabents
previously treated for prolonged periods with systemic corticosteroids and transferred 1o lopical
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
coricosteroid treatment, too rapid a decrease in systemic corticostercids may cause a severe
exacerbation of their symptoms.

Children who are on mmunnsug;sressanl drugs are more susceptible to infections than healthy
children. Chickenpox and measles, for example, can have a more serious or even latal course
In children on immunosupprassant doses of corticosteroids. In such children, or in adults who
have not had these diseases, particular care should be taken 1o avoid exposure. If ex&ad.
therapy with varicella zoster immune globulin (VZIG) or intravenous immunoglobulin
lMGLeaS appropriate, may be indicated. If chickenpox lops, treatment with antiviral agents
may be considered.

The use of Nasacon Nasal Inhaler with altemale-day systemic prednisone could increase the
likelinood of hypothalamic-pituitary-adrenal tHPmsuppmssion compared 10 a therapeutic dose
of either one alone. Therefore, Nasacort Nasal Inhaler should be used with caution in patients
already receiving altermate-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 require treatment with appropriate local
therapy and discontinuance of reatment with Nasacor Nasal Inhaler

Triamcinolone acetonide administered intranasally 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. Nasacort at 440 mcg/day for 42 days did not measurably affect
adrenal response 1o & six hour cosyntropin test. In the same study prednisone 10 rrE dal
sngﬂiﬁc?nlly reduced adrenal response to ACTH over the same period (see CLINICAL TRIALS
saction).

L]
Nasai

Intialgr

Nasacort Nasal Inhaler should be used with cauton, if at all, in patients with active or quiescent
tuberculous infectons of the respiralory tract or in patients with unirealed fungal, bacterial, or
systemic viral infections or ocular herpes simplex

Bacause of the inhibitory efiect of corticosteroids on wound healing in patients who have
expenenced recent nasal sepltal ulcers, nasal surgery or frauma, a corlicosteroid should be
used with caution until healing has occurred

When used al excessive doses, systemic corticosteroid effects such as hypercorticism and
adrenal suppression may appear. i such changes occur, Nasacort Nasal Inhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy.
Information for Patients: Patients being treated with Nasacor Nasal Inhaler should receive
the following information and instructions

Patients who are on immunosuppressant doses of corticosteroids should be warned 1o avoid
exposure to chickenpox or measles and, if exposed, 10 obtain medical advice.

Patients should use Nasacort Nasal Inhaler al regular intervals since its effectiveness depends
on its regular use. A decrease in symploms may occur as 500n as 12 hours afler starting steroid
therapy and generally can be expecied lo occur within a few days of initating merarﬁz in allergic
rhinitis. The patient should take the medication as directed and should not exceed

prescribed The patient should contact the physician if symptoms do not improve after
Ihree weeks, or if the condition worsens. Nasal irritabon and/or burning or stinging after use of
the spray occur only rarely with this product The patient should contact the physician if they
oeeur,

For the proper use of this unit and fo atain maximum improvement, the patient should read and
Icllow the accompanying patient instructions carefully. Because the amount dispensed per puft
may not be consistent, it is important to shake the canister well. Also, the canister should be
discarded after 100 actuations.

Carcinogenesis, Mutagenesis: Animal studies of riamcinolone acelonide o test its
carcinogenic potential are underway.

Impairment of Fertility: Male and female rats which were administered oral tiamcinolone
acetonide at doses as high as 15 meg/kg/day (110 meg/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/ g dayé?ém mcg/m/day) However, a few female rats which receved
maternally toxic doses of B or 15 mcg/kg/da 165 mcg/m?/day or 110 mré%lm? day, respectively,
as caiculated on a surface area basis) exhibiled dystocia and prolonged delivery.

NADEX 193(X|A

decreases in pup weze%hl and survival, also occurred at the matemally toxic doses
(2.5 - 150 meg/ki or 20 - 110 meg/m?/day, as calculaled on a surface area basis)
oductive mance of female rats and effects on fefuses and offspring were comparable

between groups thal received ebo and non-taxic or marginally toxic doses (0.5 and 1.0 meg
kg/day or 38 meg/m?/day and 7.0 mcg/nv/day)
Pregnancy: Pregnancy Category C. Like other corticoids, iamcinolone acetonide has been
shown 1o be l%mc in rats and rabbits. Ter nic effects, which occurred in both species
at 0.02, 0.04 and 0.08 mg/kg/day [alggrax:mmly 135, 270 and 540 mcg/m?/day in the rat and
320, 640 and 1280 mcg/m®/day in the rabbit, as calculated on a surface area basig), included a
low incidence of clef & and or internal hydrocephaly and axial skeletal defects. Teratogenic
eflects, including CNS and cranial malformations, have also been observed in non-human
gnmalas at 0.5 mg/kg/day [approximately 6.7 mg/m?/day). The doses of 0.02, 0.04, 0.08, and

5 n'a%:';g-'day used in these loxicology studies are approximately 12.8, 25.5, 51, and 3187
times the minimum recommended dose of 110 mcg of Nasacon per day and 32, 64, 127, and
80 times the maximum recommended dose of 440 mc?aol Nasacort per day based on a patient
body weight of 70 kg. Administration of aerosol by inhalation to pregnant rats and rabbits
ptoguw? embryoloxic and fetotoxic effects which were comparable to those produced by
administration by other routes. There are no uate and well-controlled studies in nant
women, Triamcinolone acetonide should be during pregnancy only if the potential benefit
justifies the potential sk 1o the fetus

Expenence with oral corticoids since their introduction in pharmacologic as opposedio
physiologic doses suggests that rodents are more prone lo teralo?enlc effects from corficoids
than humans. In addition, because there is a natural increase in glucocorticoid production during
pregnancy, mos! women will require a lower exogenous steroid gose and many will not need
corticoid treatment during pregnancy.

Nonterat ic Etfects: Hypoadrenalism may occur in infants born of mothers receiving
corticosteroids during pregnancy. Such infants should be carefully cbserved.

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 eflectiveness have not been established in children below the age of
12. Oral corticoids have been shown lo cause growth suppression in children and leenagers,
particularly with higher doses over extended periods. If a child or teenager on any coricoid

rs 10 have growth suppression, the poassibility that they are particularly sensitive to this
effect of steroids should be considered

ADVERSE REACTIONS: In controlied and uncontrolied studies, 1257 patients received
treatment with intranasal triamcinolone acetonide. Adverse reactions are based on the 567

tients who received y;roducl similar io the marketed Nasacor canister. These patients were
gsled for an average of 48 days (range 1 o 117 days). The 145 patients enrolied in
uncontrolled studies received treatment from 1 1o days |average 332 days)

The most prevalent adverse experience was headache, being reported Dg?apptox-matery 18%
ol the patients who received Nasacort. Nasal imtation was reported by 2.8% of the patients
receiving Nasacort. Other nasophﬁ;yngaal side effects were reported by fewer than 5% of the
patients who received Nasacon and included: dry mucous membranes, naso-sinus congestion,
throat discomlon, sneezing, and epistaxis. The complaints do not usually interfere with ireatment
and in the controlled and uncontrolled studies approximately 1% of patients have discontinued
because of these nasal adverse effects

In the event of accidental overdose, an increased potential for these adverse experiences may
be expected, but systemic adverse experiences are uniikely (see OVERDOSAGE section)

OVERDOSAGE: Acute ovelﬂnsaﬁwiln this dosage form is unlikely. The acute topical
application of the entire 15 mg of ihe canister would most ikely cause nasal irritation and
headache. t would be unlikely to see acute systemic adverse if the nasal application of
the 15 mg of tnamcinolone acetonide was administered all at once

Cautiom: Federal (U.S.A | law prohibits dispensing without prescription

Please see product circular for full prescribing information

REFERENCES: 1 Winder J, Barker J, Bell T, el al intranasal friamcinolone acelonide aerosol
versus beclomethasane di ate agqueous spra ennial allergic rhinits. Medical
Interface 1992.5(6, suppl):16. 2 Data on file, Rhone-! Pharmaceuticals Inc. 3
Findiay S, Huber F, Garcia J, et al: Efficacy of once-a-day intranasal administration of
triamcinolone acetonide in patients with seasonal allergic rhinftis. Ann a%_m&m;:zw 3
232 4. Storms W, Bronsky E, Findlay S, et al: Once dally iamcinolone acelonide nasal spray is
effective for the reatment of perennial allergic rhinitis, Ann Allergy 199166(4).329-334. 5 Feiss
G, Morris R, Rom D, et al: A comparative sfudy of the effects of Intranasal triamcinolone
acelonide aerosol [I;I’EAA] and prednisone on adrenocortical function. J Afiergy Clin Immunol
1992:89(6)1151-11

Developmental toxicg. which included increases in fetal resorptions and stillbinths and
day
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As with other NSAIDs, the mast
frequent complaints are gastrointestinal.

Please see brief summary of p

prescribing information
on adjacent page.
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(NAPROXEN) 500 mg tablets
Briel Summary;
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPAOX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
F-ps Because anaphylactic reactions usually occur in patients
ith a history of such reactions, gquestion patients for asthma,
nasal polyps, urticaria, and :;pnlensmn associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at ang time, with or without warning
ptoms, in patients treated chronically with NSAIDs. Remain
rl 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 a o
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not vdanimeﬂ a:g suhsui
of patients not at risk of loping peptic ul
Except for a prior history of serious Gl events and nﬂw risk
tactors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors &3«: , sex) have
been associated with increased risk. Eiderty or debilitated patients
seem to lolerate uiceration or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population,
In considering the use of relatively large doses é\mlhnn the recom-
mended dosage ranFeJ sufficient benefit should be annclpamd o
offset the potential increased risk of GI toxicity. Precautions: DO
NOT GIVE MAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX*® (NAPROXEN SODIUM) OR AMAPROX® DS
NAPROXEN SODIUM) SINCE THEY H CIRCULATE IN PLASMA
THE NAPROXEN ANION. Acute interstitial nepnmns with hema-
turia, p and has been reported.
Patients with |rnpa|ren renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine ciearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in_patients with chronic alcoholic liver disease or cirrhosis. With
:Ié‘::!nis bltmlnlgnghelmtlms of liver tests may c'r'cacurean up;l:
ol patie progress, remain unc or
with - ma%mou of SGPT or SGOT
occurred in cantroned clinical Inals in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease dawlugs or if sysmnlc
oceur (8.0, hilia or
apy. I steroid dosage is reduced or ehmmalw ‘durin |halaw. w
50 slowly and observe patients closely for adverse effects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart hlluru The
drug's anllurellc and anti-inllammatory activities ma
fever and inflammation, diminishing their diagnostic value
duct ophthalmic studies il any change or disturbance in \ns-on
occurs. For patients with restricted sodium intake, note that the
suspension contains B mg/mL of sodium. Information for
: Side effects of D5 can cause discomfort and, rarely,
there are more serious side effects, such as GI bieeding, whi
may result in ion and even fatal Physiclans
may wish lo discuss with patients the potential risks and likety
benafits 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
vertigo or depression during Iherap\r Laboralory Tests: Because
serious Gl tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically treated ﬂalmn!s for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Inmn'l lons: Use caution *hen gwlng concomi-
tanlby with ¢ sulfon-
amide or surlunylurea !umsamﬁde nlmum hela hlnckers

id: or

The drug may decrease platelet aqgr%oahnn and orolnn&mwm
time or increase urinary values for enic 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 pi nan:y
unless ciearly ne ed. Avoid use durmn late ul!%la.na.
Mothers: Avoid use in nursing mothe: Single
doses ol 25-5 mg/kg, with total ﬂaﬁ duse not exceeding 15
mg.fk /day, are sale in children over 2 years of age. Adverse
: In a study, GI reactions were more frequent and severs
in rheumatull:i arthrilts patients on 1500 mg/day than in those on
750 nlnfd In studies in children with juvenile arthritis, rash and
prolonged ing times were more frequent, Gl and NS reac-
tions about the same, and other reactions less Iracﬁunl than in
adults. Incidence Greater Than 1%; Probable Causal elationship:
GI: The most frequent complaints rehlen o the Gl tract: constipa-
tion” heartburn; abﬁwmal Pam nausea; uyspwsla diarrhea,
CNS: ! drowsiness.” light-headed-
ness, vertigo. gic: itching (p skin
.ecchymoses! sweating, purpura. Special Senses: tinnitus’ hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
dyspnea: palpitations. General: thirst. Incidence Less Than 19%:
Probable Causal Relationship: GI: abnormal liver function tests,
colitis, GI bleeding and.or oration, hematemesis, jaundice,
rnelana, peptic ulceration with bleeding and/or perforation, vomit-
ing. Renal: glomerular nephritis, hematuria, hyperkalemia, infer-
stitial nephritis, nepnrmnc syndrome, renal dnsease renal failure,
renal papillary s. | gic: agr y , BOSING-
philia, gr I hromb CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscie weakness. Dermatologic: alope-
cia, phntosansuhra dermatitis, skin rashes. Special Senses:
hearing umparrment Cardrwascula: congestive heart failure.
. General: anaphylactoid
reactions, n\enstlual disorders, pyrexia (chills and fever). Causal
Relationshi Unknnwn Hematnloqn: aplastic anerma hemolytic
anemia. C eplic Dermato-
logic: enldermal na:rniysis er\rlhuma multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson synﬂmma urticaria. GI:
non-peptic Gl
vasr.ullns Genaral annmeumtk: edema, hyperqunem hg:
heartburn, ind
tion, nausea, vornalm A fatlonls have had seizures. Empty

“Shahajjo!” in Bangladesh. “Erdu!” in Ethiopia. “Ayudame!

stomach and use usual supportive measures. In animals 0.5 H : al / riCs anv l: ace, whe = world cries “Help!”
el s in Central America. In any language, w hen the wor 1}'| cries “Help!
Federal law prohibits WO prescr o o pack CARE is there. Please. Be there for CARE.

age insert for full Prescribing l:?nrmalhn
*Incidence of reported reaction 3%-9%, [ J
Where unmatked icidence ioss than 3%, | 9| SYNTEX | SV '2 Z'GI\ E
LS. patent nos. 3904.6&2 3,998,966 and others.
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True once-daily antihypertensive control*

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

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

Supported by more than 58,000,000 prescriptions written
for once-daily verapamil SR’ over the past 6 years.

180/240 mg

- (vergpamil HC/);;;;;;:M

*Climical effectiveness is unrelated to drug-plasma levels -

Constipation is the most frequently reported side effect of ISOPTIN® SR and is easily managed In most patients Please see back

ISOPTIN® SR should be administered with food for brief summary of
Verapamil SR produced by Knoll for Knoll Pharmaceutical Company and G.D. Searle & Co prescribing information

ONCE-DAILY




ONCE-DAILY

Sustained-

(verapamil HCl )z

For patients who require  For elderly or small-stature patients

The recommended
a step up in dosage who require lower doses

starting/maintenance dose

Knoll Pharmaceutical Company
30 North Jefferson Road © 1992, Knoll Pharmaceutical Company
Whippany, New Jersey 07981 12095/12-92 Printed in USA
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THE SUPRAX DIFFERENCE

SUPRAX Sl Cefixime 400 mg q24h serum levels v MICfor respiratory pathogens?®**
Maintains Inhibitory

Concentrations
Above MIC for
Virtually 24 Hours*

For B-lactam antibiotics...

In order to achieve an optimal
antibacterial effect, antibiotic
concentrations must exceed
the MICy, for the majority of %
the dosing interval.’ Time (hours)

*Although a useful guide, in vitro *MIC,, values from Jones and Barry.’
activity does not necessarily
correlate with clinical response.

Cefixime
400 mg q24h

*MIC,, of Streptococcus pneumoniae (0.25)

Serum Concentration (ug/mL)




COVERS DAY AND NIGHT

In Bronchitis:

Excellent Clinical Results'

M In a surveillance study of over
9600 patients, SUPRAX cured or
improved 95% of patients*!

———

Acute Bronchitis

g 5%

Cured or improved
(n=8,127)

Acute
Exacerbations of
Chronic Bronchitis

g 5%

Cured or improved
(n=1,322)

'Due to indicated susceptible organisms.

ONCE-A-DAY

SUPR/AX

cefixime/Lederle
400 mg Tablets

24 HOUR POWER

SUPRAX is administered as a single dose, once a day, or if
preferred, in equally divided doses twice a day.

Please see brief summary of Prescribing Information on
adjacent page.

7508-2



ONCE-A-DAY ‘

SUPRAX

cefixime/LLederle

400 mg Tablets
EEEEEEEEEEEEEEEEEREEEEEE

24 HOUR POWER
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Brief Summary
SUPRAX® cefixime
Please see package insert for full Prescribing Information.

INDICATIONS AND USAGE

Otitis Media caused by Haemophilus influenzae (beta-lactamase positive and negative strains),
Moraxelia (Branhamella) catarrhalis (most of which are beta-lactamase positive), and Streptococcus
pyogenes.”

Note: For information on otitis media caused by Streptococcus pneumoniae, see CLINICAL
STUDIES section.

Acute Bronchitis and Acute Exacerbations of Chronic Bronchitis caused by S pneumoniae
and H influenzae (beta-lactamase positive and negative strains).

Perform culture and susceptibility studies to determine causative organism and its susceptibility to
SUPRAX. Therapy may begin while waiting for study results and may be adjusted when results are
known.

Pharyngitis and Tonsillitis caused by S pyogenes.

Note: Penicillin is the usual drug of choice in the of Sp inf , including the
prophylaxis of rheumatic fever. SUPRAX is generally eftective in me eradication of S pyogenes from
the nasopr;arynx however, data establishing the efficacy of SUPRAX in the subsequent prevention of
rt ic fever are not avail

Uncomplicated Urinary Tract Infections caused by Escherichia coli and Proteus mirabilis.
“Efficacy for this organism was studied in fewer than ten patients with ofitis media.

CLINICAL STUDIES

In clinical trials of ofitis media in nearty 400 children between the ages of 6 months and 10 years,
S pneumoniae was isolated from 47% of the patients, H influenzae from 34%, B catarrhalis from 15%,

and S pyogenes from 4%.
The overall response rate of S p iae to cefixime was approxi ly 10% lower and that of
orBe znnn d ly 7% higher (12% when beta-lactamase positive strains of

H influenzae are included) than the response rates of these organisms 1o the active control drugs.

In these studies, patients were randomized and treated with either cefixime at dose regimens of
4 mg/kg bid or 8 mg/kg qd, or with a standard antibiotic regimen. Sixty-nine to 70% of the patients in
each group had resolution of signs and symptoms of otitis media when evaluated 2 to 4 weeks
postireatment, but persistent effusion was found in 15% of the patients. When evaluated at the
completion of therapy, 17% of patients receiving cefixime and 14% of patients receiving effective
comparative drugs (18% including those patients who had H influenzae resistant to the control drug
and who received the control antibiotic) were considered to be treatment failures. By the 2- to 4-week
follow-up, a total of 30% to 31% of patients had evidence of either treatment failure or recurrent
disease.

Bacteriological Outcome of Otitis Media at 2- to 4-Weeks Posttherapy
Based on Repeat Middle Ear Fluid Culture or Extrapolation From Clinical Outcome

Cefixime(a) Cefixime(a) Control(a)

Organism 4 mg/kg bid 8 mg/kg qd drugs
Streptococcus pneumoniae 48/70  (69%) 18/22 (82%) 82/100 (82%)
Haemophilus influenzae

beta-lactamase negative 24/34  (T1%) 13/17  (76%) 23/34  (68%)
Haemophilus influenzae

beta-lactamase positive 17/22  (77%) 9112 (75%) 1/1(b)
Moraxeila (Branhamella)

catarrhatis 26/31  (84%) 5/5 18/24  (75%)
Streptococcus pyogenes 5/5 3/3 6/7
All Isolates 120/162  (74%) 48/59 (81%) 1301166 (78%)

{a) Number eradicated/number isolated.

{b) An additional 20 beta-lactamase positive strains of H influenzae were isolated, but were excluded
from this analysis because they were resistant to the control antibiotic. In 19 of these the clinical
course could be assessed, and a favorable outcome occurred in 10. When these cases are
included in the overall bacteriological evaluation of therapy with the control drugs, 140/185 (76%) of
pathogens were considered to be eradicated.

Tablets should not be substituted for suspension when treating otitis media.

CONTRAINDICATIONS
Known allergy to cephalosporins.

WARNINGS

BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE
TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY
REACTIONS TO CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT IS
TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTION SHOULD BE EXERCISED
BECAUSE CROSS-HYPERSENSITIVITY AMONG BETA LACTAM ANTIBIOTICS HAS BEEN
CLEARLY DOCUMENTED AND MAY OCCUR TO 10% OF PATIENTS WITH A HISTORY OF
PENICILLIN ALLERGY. IF AN ALLERGIC REACTION TO SUPRAX OCCURS, DISCONTINUE THE
DRUG. SERIOUS, ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE TREATMENT WITH
EPINEPHRINE AND OTHER EMERGENCY MEASURES, INCLUDING OXYGEN, INTRAVENOUS
FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTEROIDS, PRESSOR AMINES, AND
AIRWAY MANAGEMENT, AS CLINICALLY INDICATED.

Administer cautiously to allergic patients.

Treatment with broad-spectrum antibiotics alters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a primary
cause of severe antibiotic-associated diarrhea including pseudomembranous colitis.
Pseudomembranous colitis has been reported with the use of SUPRAX and other broad-spectrum
antibiotics (including macrolides, semisynthetic penicilins, and cephalosporins). It is important to
consider this diagnosis in patients who develop diarrhea in association with antibiotic use.

SUPRAX® cefixime

Symptoms of pseudomembranous colitis may occur during or after antibiotic treatment and may range
in severity from mild to life threatening. Mild cases usually respond to drug discontinuation alone.
Moderate-to-severe cases should be managed with fluid, electrolyte, and protein supplementation.
When the colitis is not relieved by drug discontinuance, or when it is severe, oral vancomyein is the
drug of choice for antibiotic-associated pseudomembranous colitis produced by C difficile. Other
causes of colitis should be excluded.

PRECAUTIONS
General: Prolonged use may result in overgrowth of nonsusceptible organisms. If superinfection
occurs, take appropriate measures.

Caretully monitor patients on dialysis. Adjust dosage of SUPRAX in patients with renal impairment
and those undergoing continuous ambulatory peritoneal dialysis and hemodialysis. (See DOSAGE
AND ADMINISTRATION in package insert.}

Prescribe cautiously in patients with a history of gastrointestinal disease, particulaily colitis.

Drug In(eractlons No slgnmcanl drug interactions have been reported to date.
Drug/lLab y Test | A faise-positive reaction for ketones in the urine may occur with
tests using nitroprusside but not with those using nitroferricyanide.

SUPRAX administration may result in a false-positive reaction for glucose in the urine using
Clinitest®,** Benedict’s solution, or Fehling’s solution. Use glucose tests based on enzymatic glucose
oxidase reactions (such as Clinistix®** or Tes-Tape®"*).

A false-positive direct Coombs fest has been reported during treatment with other cephalosporin
anhbuoncs therefore it should be recognized that a positive Coombs test may be due to the drug.
is, Impairment of Fertility: Although no lifetime animal studies have
been conducted to evaluate carcinogenic potential, no mutagenic potential of SUPRAX was found in
standard laboratory tests. Reproductive studies revealed no fertility impairment in rats at doses up to
125 times the adult therapeutic dose.

Usage in Pregnancy: Pregnancy Category B: Reproduction studies have been performed in mice
and rats at doses up to 400 times the human dose and have revealed no evidence of harm to the fetus
due to SUPRAX.

There are no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should be used during
pregnancy only if clearly needed.

Labor and Delivery: SUPRAX has not been studied for use during labor and delivery. Treatment
shouid only be given if clearly needed.

Nursing Mothers: It is not known whether SUPRAX is excreted in human milk. Consider discontinuing
nursing temporarily during treatment with this drug.

Pediatric Use: Satety and effectiveness of SUPRAX in children aged less than 6 months have not
been established.

The incidence of gastrointestinal adverse reactions, including diarrhea and loose stools, in pediatric
patients receiving the suspension, was comparable to adult patients receiving tablets.

ADVERSE REACTIONS

Most adverse reactions observed in clinical trials were of a mild and transient nature. Less than four
percent (3.8%) of patients in the US trials discontinued therapy because of drug-related adverse
reactions. Commonly seen adverse reactions in US trials of the tablet formulation were gastrointestinal
events, which were reported in 30% of adult patients on either the bid or the qd regimen. Clinically mild
gastrointestinal side etfects occurred in 20% of all patients, moderate events occurred in 9% of all
patients, and severe adverse reactions occurred in 2% of all patients. Individual event rates included
diarrhea 16%, foose or frequent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and
flatulence 3%. The incidence of gastrointestinal adverse reactions, including diarrhea and loose
stools, in pediatric patients receiving the suspension was comparable to adult patients receiving
tablets.

Symptoms usually responded to symptomatic therapy or ceased when SUPRAX was discontinued.

Several patients developed severe diarrhea and/or documented pseudomembranous colitis, and a
few required hospitalization.

The following adverse reactions have been reported foliowing the use of SUPRAX. Incidence rates
were less than 1 in 50 {less than 2%), except as noted above for gastrointestinal events.
Gastrointestinal: Diarrhea, loose stools, abdominal pain, dyspepsia, nausea, and vomiting. Several
cases of documented pseudomembranous colitis were identified during the studies. The onset of
pseudomembranous colitis symptoms may occur during or after therapy.

Hypersensitivity Reactions: Skin rashes, urticaria, drug fever, and pruritus. Erythema multiforme,
Stevens-Johnson syndrome, and serum sickness have been reported rarely.

Hepatic: Transient elevations in SGPT, SGOT, and alkaline phosphatase.

Renal: Transient elevations in BUN or creatinine.

Central Nervous System: Headaches 3%,; dizziness.

Hemic and Lymphatic Systems: Transient thrombocytopenia, teukopenia, and eosinophilia.
Prolongation in prothrombin time was seen rarely.

Other: Genital pruritus, vaginitis, candidiasis.

The following adverse reactions and altered laboratory tests have been reported for
cephalosporin-class antibiotics:

Adverse Reactions: Allergic reactions including anaphylaxis, toxic epidermal necrolysis,
superinfection, renai dysfunction, toxic nephropathy, hepatic dysfunction, including cholestasis,
aplastic anemia, hemolytic anemia, hemosrhage.

Several cephalosporins have been implicated in triggering seizures, particularly in patients with
renal impairment when the dosage was not reduced {see DOSAGE AND ADMINISTRATION and
OVERDOSAGE). If seizures associated with drug therapy occur, discontinue drug. Administer
anticonvulsant therapy if clinically indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated bilirubin, elevated LDH,
pancytopenia, neutropenia, agranulocytosis.

OVERDOSAGE

Gastric lavage may be indicated; otherwise, no specific antidote exists. Cefixime is not removed in
significant quantities from the circulation by hemodialysis or peritoneal dialysis. Adverse reactions in
small numbers of healthy adult volunteers receiving single doses up to 2 g of SUPRAX did not differ
from the profile seen in patients treated at the recommended doses.

**Clinitest and Clinistix are registered trademarks of Ames Division, Miles Laboratories, Inc. Tes-Tape
is a registered trademark of Eli Lilly and Company.
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1.V, INJECTION/TABLETS

) 25, 50, 100 mg tablets
(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INS
INDICATIONS AND USAGE: Hyperteasion: TENORMIN is mdlcaled in the management of hypertension. [t may be used alane or
with other agents, with a thiazide-type diuretic.
Anpina Pectoris Due to Coronary Atherosclerosis: TENORMIN is indicated for the iong-term management of patients with angina pectoris.
Anm Hynunilal Inhn:tmn TENORMIN is mdlcamd in the management of hemodynamically stabie patients with definite or suspected
rtality. Treatment can be initiated as soon as the patient’s clinical condition allows.

(See DOSAGE AND ADM]NlSTRATION CONTRMND!CAT!ONS and WARNINGS.) In general, there is no basis for treating patients like
those who were excluded from the ISIS-1 trial (blood pressure Jess than 100 mm Hg systolic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups (eg, elderly patients with systelic blood pressure below 120 mm Hg)
seemed less likely to benefit.
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus bradycardia, heart biock greater than first degree, cardiogenic shock, and
overt cardiac failure. (See WARNINGS.) . . .
WARNINGS: Cardiac Failure: is necessary in supporting circulatory function in congestive heart failure, and beta
blockade carries the potential hazard of further depressing myocardial contractifity and precipitating more severe failure. In patients who
have congestive heart faiure controlled by digitalis andfor diuretics, TENORMIN should be administered cautiously. Both digitalis and
atenolol slow AV conduction.

In patients with acute myocardial infarction, cardiac tailure which is not promptly and effectively controlled by 80 mg of i

TENORMIN® 25, 50,100 my tablets
In a study of 477 patients, the following adverse events were

In the subsequent Interational Study of Infarct Survival {ISIS-1)

furosemide or equivalent therapy is a contraindication to beta-blocker treatment.

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

Cessation of Therapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, should be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the of infarction and
arrhythmias have been reported in angina patients following the abrupt discontinuation of therapy with beta blockers. The lasl two

complications may occuf with of without preceding exacerbation of the angina pectoris. As with other beta blockers, when di
of TENORMIN is planned, lhe nall_ents should be carefully observed and advised to limit physical actrv[ly toa mlnlmum It the anglna

reported during including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the dosage of intravenous and sub-
Conventional  Conventicnal  sequent oral TENORMIN was either discantinued or reduced for the
erapy Therapy following reasons:
Plus Atenolol Alone
(n-244) (n=233) Reasons forleeﬂmolllosaqe
Bradycardia 43 (18%) 24 (10%) Reduced Dose  Oral Partial
Hypotension 60 (25%) 34 (15%) {<5mg)* Dose
pronchuspasm o BEY & B WypoersonBadearda 105 (13%) 1168 (145%)
Heart Block 11 (45%) 10 (43%) Cardiogenic Shock 4 (04%) 35 (44%)
me fm, gl
Auis Deviation 16 (66%) 28 (12%) rdiac Arrest : :

Supraventricular Tachycardia 28 (11.5%) 45 (19%) HeartBlock(>firstdegree) 5 (.06%) 143 (1.7%)
Atrial Fibrillation 12 (5%) 29 {(11%) Gardiac Failure 1 {01%) 233 (2.9%
Atrial Flutter 4 (1.6%) 7 (3%)  Amhythmias 3 (04%) 22 (27%)

i i 38 (16%) 52 (22%) Bronchospasm 1 {01%) 50 (.62%)
Cardiac Reinfarction 0 (0%) 6 (2.6%)  *Full dosage was 10 mgand some patients received less than 10 mg
Total Cardiac Arrests 4 (16%) 16 (6.9%) purmorethan5 mg.

Nonfatal Cardiac Arrests 4 (16%) 12 (5.1%) - . - - -
Deaths 7 (29%) 16 (6.9%) During postmarketing experience with TENORMIN, the following
i jic Shock 1 (0.4%) 4 (1.7%) have been reported in temporal relationship to the use of the drug:
of elevated liver enzymes and/or bilirubin, headache, impotence,
Septal Defect 0 (0%) (0.9%)  Peyranie’s disease, psoriasiform rash or exacerbation of psoriasis,
Development of Mitral purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
jtati 0 (0%) 2 (09%) iike other beta blockers, has been associated with the development
Renal Failure 1 {04%) 0 (0%) of antinuclear antibodies (ANA) and lupus syndrome.
Pulmonary Emboli 3 (1.2%) 0 (0%)

WOTSENS Or acute coronary i develops, it is that TENORMIN be promptly
Because coranary antery 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 ILUCKE:\hSo.

Because of its relative bata, selectivity, however, TENORMIN may bs used with caution in patients with bronchospastic disease
do not respond to, or cannot talerate, other antihyperiensive treatment. Since beta, selectivity is not absolute, the lowest potsidle
dose of TENORMIN should be used with therapy initiated at 58 mg and a ma,—:timulnﬁ agent (lmneMdIlator) shauld be made
available. If dosage must be increased, dividing the dose should be considered in order to ndmn lower poak hlood levels.

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

Additionally. caution should be used when TENORMIN LV. Injection is administered concomitantly with such agents.

TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administeation of such agents: eg, dobutamine or isaproterenol with caution {see section on OVERDOSAGE).

Diabetes and Hypoglycemia: TENORMIN shouid be used with caution in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with ia, but other i ions such as diziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypoglycemia and, unlike nonselective beta
blockers, does not delay recovery of blood glucose to normal fevels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain cfinical signs {eg, ia) of idism. Patients d of
having thyroid disease should be monitored closely when administering TENORMIN |.V. Injection. Abrupt withdrawal of beta b!ockade
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 0 a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetat injury cannot be excluded. TENORMIN has been used under close supervision far the treatment of hyperteasion in the
third trimester. Administration of TENORMIN for longer periods te pregnant women in the management of mild to moderate hypertension

as been iated with i ine growth ion. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

;«genolol has been shown to produce a dose-related increase in emhryolleml rmmmns iin rats at doses equal to or gmlme;b than 50 mg/kg/day
or250r the maximum
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum recommended human antihypertensive dose.*

“Based an the maximum dose of 100 mg/day in a 50 kg patient.
PRECAUTIONS: General: Patients aiready on a beta blocker must be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted on clinical ions including pulse and blood pressure.
TENORM!N may aggravate peripheral arterial circulatory disorders.
Impaired Renal Function: The drug shouid be used with caution in patients with impaired renal function. {SEE DOSAGE AND
ADMINISTRATION}

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

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic biocking agents,
and may be considered potential adverse effects ot TENORMIN.
Hematalogie: Agranulocytosis.
Allergic: Fever, combined with aching and sore throat, laryngospasm, and respiratory distress.
Central Nervous m: ental to calatonia; visual disturbances; hallucinations; an acute
reversnble syndrome charmenzed by ﬂlsonemamn of time and place; short-term memory loss; emotional labifity with slightly clouded
and, d

on
ic arterial is, ischemic colitis.

(Other: Erythematous rash, Raynaud’s phenomenon. . .

Miscellanecus: There have been reports of skin rashes and/or dry eyes with the use of beta- blocking drugs. The
reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Biscontinuance of the drug
should be considered if any such reaction is not otherwise explicable. Patients should be closely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

The oculomucocutaneous syndrome associated with the beta blocker practolol has not been reported with TENORMIN. Furthermore, 3
number of patients who had previously demons1rated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reacti
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 symptoms reported lollmvmg TENORMIN overdose are lemamy, disarder of respiratory drive, wheezing, sinus pause,

dia. Additionalty, f any beta-adrenergic blocking agent and which might alsc be
expecteﬂ in TENORMIN overdose are congestive heart failure, i and/or

Treatment of overdose should be directed to the removal of any unabsorbed dng by induced emesis, gastric lavage, or administration
of activated charcoal. TENORM!N can be removed from the general circulation by hemodialysis. Other treatment modalities shouid be
employed at the physician's discretion and may include:

BRADYCARDIA: Atropme mtmenously I( mere is no respanse to vagal blockade, give isoproterenoi cautiously. In refractory cases, a
transvenous cardiac pacemaker may be

HEART BLOCK (SECOND OR THIRD DEGREE)

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

HYPOTENSION: Vasapressars such as dopamine or Monitor blood pressure

BRONCHOSPASM: A beta, stimulant such as or ine and/or amil

HYPOGLYCEMIA: Intravenous glucose.

ind facilities for apy

Based on the severity of symptoms, respiratory support.
DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENORMIN is 50 g given as. ne tableta day either alone or added to
diuretic therapy. The full effect of this dose will usualty be seen within one to two weeks. It an optimal response is not achieved, the dosage
should be m?reased o TENORMIN 100 mg given as one tablet a day. Increasing the dosage beyand 100 mg a day is unlikely to produce any
further benefit

TENORMIN may be used alone or
prazosin, and alpha-methyidopa.

Anglu Pectoris: The initiai dose of TENORMIN is S0 mg given as one tablet a day. If an optimal response is not achieved within ane

with other agents including thiazide-type diuretics, hydralazine,

Beta blockers may exacerbate the rebound hypertension which can follow the wit i
the beta blocker should be withdrawn several days before the gradual withdrawal of clonidine. If replacmq clomdme by beta-blocker
therapy, the introduction of beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN 1.V. Injection when given in close proximity with drugs that may also have a depressant
effecton ial contractility. On concomitant use of intravenous beta blockers and intravenous verapamil has resulted
in serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heart failure, or recent myocardial infarction.

Information on concurrent usage of atenolol and aspirin is limited. Data from several studies, ie, TIMI-H, ISIS-2, currently do not suggest
any clinicat interaction between aspirin and beta blockers in the acute myocardial infarction setting.

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

of Fertility Two long-term (maximum dosing duration of 18 or 24 months) rat studies and
one long-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 antihypertensive dose,” did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*)
resulted in increased incidences of benign adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary adenomas and thyroid parafollicular cell carcinomas in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethal test (mouse}, in vivo cytogeneltics test (Chinese 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
dose* } was unaffected by ateuoiul administration.

Animat Toxi | inanimals have revealed the occurrence of vacuolation of epithelial
cells of Brunner's glands in the duodenum of both male and female dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day o 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 atenololkg/day (150 and 75 times the maximum human anti ive dose,”

Usage in Pregnancy: Pregnancy Category 0: See WARNINGS - Pregnancy and Fetai Injury.

Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.
Caution should be exercised when TENGRMIN 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 fikely 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 frequency estimates in the following table were derived from controlled studies in hypertensive patients in which adverse reactions
were either volunteered by the patient (US studies) or elicited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placebo is similar, causal relationship to TENORMIN is uncertain.

Volunteered Total - Volunteered and Elicited
Studies) (Fareign + US Studies)
Placebo °/(\’n =206) Atenololﬂ/ﬁn =399) Placebo '/(.n =407}
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Acute Myocardial Infarction: In a series of investigations in the treatment of acute ial infarction, ia and i
occurred more commonly, as expected for any beta blocker, in atenolol-treated patients than in control patients. However, these usually
responded to atropine and/or to withholding further dosage of atenolol. The incidence of heart failure was not increased by atenolol.
Inn;‘m?ifl agents vg’,lre infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

week, the dosag be increased to TENGRMIN 100 mg given as one tablet a day. Some patients may require a dosage of 200 mg ence
aday for optimal efect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
effect. The maximum early effect on 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 once a day oral doses of 200 mg.

Acute Myocardial Infarction: in patients with definite or suspected acute myocardial infarction, treatment with TENORMIN 1.V. Injection
should be initiated as soon as passible after the patient's arrival in the hospml and after eligibility is established. Such treatment should be
initiated in a coranary care or similar 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. Injection should be administered under carefully controlied conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN 1.V. Injection in Dexirase Injection USP, Sodium Chlaride Injection USP, or Sodium
Ghioride and Dextrose 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. Thereafter, TEMORMIN can be given arally either 100 mg once daily
or 50 mg twice a day for a further 6-3 days or until discharge from the hospital. If 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 estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mg once a day for at least seven days (if the 1V dosing is excluded).

Although the demonstratian of efficacy of TENORMiN is based entirely on data from the first seven postlrlfarcmn days, data from other
beta blocker trials suggest that treatment with beta biockers that are effective in the setting may be continued for one to three
years if there are ng contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.

Eiderty Patiests or Patients with Renal Impairment: TENORMIN is excreted by the kidneys; consequently dosage should be adjusted
in cases of severe impairment of renal function. Some reduction in dosage may alse be appropriate for the elderty, since decreased kidney
function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No signiticant accumutation of TENORMIK occurs until creatinine clearance falls below 35 mL/min/1.73mz. Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak plasma levels were
significantly increased in sumecls with creanmne clearances below 30 mL/min.

The foflowing maximum for elderly, renalty-impaired patients and for patients with renal impairment due
to other causes:

Creatinine Clearance

Atenolol Elimination Half-Life
th

{mL/min/1.73mz) Maximum Dosage
15-35 1627 50 mg daily
<15 >27 25 mg daily

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

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

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

Cessation of Therapy in Patiests with Angiaa Pactoris: If withdrawal of TENORMIN therapy is planned, it should be achieved gradually
and patients should be carefulty observed and advised te limit physical activity to a minimum.

Parenteral drug products should be inspected visuaily for particulate matter
and cortainer permit.

priort i ion, whenever solution

HOW SUPPLIED
TENORMIN Tablets: Tablets of 25 mg atenolol, NDC 63100107 (round, fiat, uncoated white tablets with “T" debossed on one side and 107
debossed on the other side) are supplied in botties of 100 tablets.

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

Tablets of 100 mg atenolol, NDC 0310-0101 (round, ffat, uncoated white tablets with I} debossed on ane side and 101 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by 1CI Pharma.

Store at controlled room temperature, 15°-30 °C (53°-86 °F). Dispense in well-closed, light resistant containers.

TENORMIM L.V. Injection
TENCRMIN L.V. injection, NDC 0310-0108, is supplied as 5 mg ateriotol in 10 mL ampules of isotonic citrate-buffered aqueous solution.
Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature. REV Y 0392

e

ICl Pharma
Abusinss ut of KCI Amencas Inc.

FSA-1511 1192 1CI-2870 ‘Wirmingion, Delawasre 19897 USA © 1992 ICI AMERICAS INC.



Way CoNSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

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

7 Well-tolerated

L.V. INJECTION/TABLETS

NORMIN

(atenolol)

* Good climcal judgment suggests that patients who are dependent on sy h ion for ad cardiac output and BP are not good i for beta blockad,
In addition to patients excluded from the ISIS-1 study, those with borderline BP (ie. syswilc <120, especially if over age 60) are less likely to benefit.
References: 1. ISIS-1 (First Intemational Study of Infarct S 1) Collaborative Group. Rand! trial of int 'ous atenolol among 16 027 cases of susplﬂed acute myocardial
infarction: ISIS-1. Lancet. 1986:2:57-66, 2. Glamann DB, Lange RA, Hillis LD. Beneficial effect of longterm beta blockade after acute my without

anterograde flow in the infarct artery. Am J Cardiol. 1991;68:150-154.
See adjacent page for brief summary of prescribing Information.



Announcing

The American Medical Association

Morris
Fishbein

Fellowship

July 1, 1993 through
June 30, 1994

Applications are now being taken for
the Morris Fishbein Fellowship in
Medical Journalism sponsored by
the American Medical Association.
Physicians interested in making

a substantial commitment to
medical journalism are invited to
apply for this full-time one-year
fellowship program.

Work With JAMA The successful
candidate will work with the editorial
and production staff of The Journal of
the American Medical Association in all
facets of editing and publishing a major
weekly journal. At the completion of the
program, it is expected that the candi-
date will be proficient in all aspects of
manuscript selection, issue makeup,
copy editing and styling, art and layout
of articles, issue planning and manag-
ing, in addition to the many other ele-
ments of journal publication. He/she
will also be conversant with marketing
and advertising procedures.

Publishing The candidate must have
proven writing ability at the time of
application, for he/she will be required
during the course of the year to prepare
articles for publication. Although the
fellow will work under the supervision
of a physician-editor, ability to work
independently is a must.

American Medical Association

Physicians dedicated to the health of America

Stipend A stipend of $40,000 will be
provided to the successful candidate to
cover the 1-year period.

Application Forms For an applica-
tion blank, please write to : Richard M.
Glass, MD, Deputy Editor, Journal of the
American Medical Association, 515
North State Street, Chicago, IL 60610.

Deadline For Applying Completed
applications should be forwarded as
soon as possible and must be received
no later than March 1, 1993
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CARDIZEM CD

(diltiazem HCl)190-,180-, 9240-, 300-mg Capsules

PROVEN 24-HOUR CONTROL




IN ANGINA AND HYPERTENSION*

24-hour control through a unique delivery system
designed specifically for diltiazem'

CARDIZEM CD provides 24-hour plasma levels similar to
those of Cardizem tablets tid at steady state’

350
1 [ ] cardizem €D 360 mg once diaily

300 — / O Cardizem Tab 120 mg tid

250 7

200 —

ng/mL

150 =

100 7]

50

T BT R A i LA A RS S e s
0 2 4 6 8 10 12 14 16 18 20 99 24
HOURS

One daily dose provides effective plasma levels'

* Cardizem CD is indicated for the treatment of hypertension. It may be used alone or in combination with other

antihypertensive medications. Cardizem CD is indicated for the management of chronic stable angina and angina
due to coronary artery spasm.

T Patent pending.
Please see brief summary of prescribing information on adjacent page.
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CARDIZEM CD

(diltiazem HCI) 120- 180-, 240-, 300-mg Capsules

PROVEN 24-HOUR EFFICACY




IN ANGINA

Reduces the frequency of angina attacks —through 24 hours'

r Total angina attacks™ On Exertion'
D Baseline D Baseline
s
g . Post-treatment - Post-treatment
o
(U8 )
a.
o
< s21
b +1.09
O
oL
i
(a5]
=
=
Z

Placebo Cardizem CD Cardizem CD Placebo Cardizem CD Cardizem CD
(n=39) 120 mg gd 360 mg od (n=39) 120 mg gd 360 mg gd
(n=37) (n=40) (n=37) (n=40)

* At rest and on exertion.

IN HYPERTENSION

Consistent antihypertensive effect seen throughout 24 hours®

—
[ =]
L]

= wm wm = Placebo

m— Cardizem CD

S

s

O
o
|

Ambulatory BP subset: 4 of 9 sites performed
ambulatory BP monitoring. The 47 patients enrolled
at these sites were clinically and demographically
representative of the total study population.

Mean supine cuff DBP at baseline 99.3 + 0.6
placebo; 99.4 = 0.7 Cardizem CD

~J
(=]
|

MEAN DIASTOLIC BLOOD PRESSURE (mm Hg)
3
|

o
(=)

1 I I I I 1 I I I
8am T1am ? pm 5 pm 8 pm 11 pm 2am 5am 8am

TIME OF DAY Adapted from Massie et al.2

e Overall study results (127 patients) show a significant mean change at 24 hours in
both diastolic (P=0.0075) and systolic (P=0.0009) blood pressure vs placebo?

* Cardizem CD average daily dose 268 mg/day

Unlike some once-a-day antihypertensives, titration to bid
dosing is not necessary with Cardizem CD

Please see brief summary of prescribing information on adjacent page.
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CARDIZEM CD

(diltiazem HCl)120-,180-, 9240-, 300-mg Capsules

 ANEW EOD ANCIN A

EXCELLENT TOLERABILITY WITH
CONVENIENT DOSING




IN ANGINA AND HYPERTENSION

Extremely well tolerated®

CARDIZEM CD Placebo-controlled
Angina and Hypertension Trials Combined

Cardizem CD Placebo
Adverse Reaction n=607 n=301
Headache 5.4% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of Cardizem CD capsules, Cardizem tablets, and Cardizem SR capsules
involving over 3200 patients, the most common events (ie, greater than 1%) were
edema (4.6%), headache (4.6%), dizziness (3.5%), asthenia (2.6%), first-degree

AV block (2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%), and rash (1.2%).

COMPLIANCE-ENHANCING ONCE-DAILY DOSING

120-mg 180-mg 240-mg 300-mg
capsules capsules capsules capsules

For angina or hypertensive patients, a recommended
starting dose:

» One 180-mg capsule daily
¢ If necessary, titrate to optimum response

LOWER PRICE

Based on average wholesale prices using equivalent
mg/day doses*:
* 35% lower cost than Cardizem® (diltiazem HCI) tablets for angina
— Cardizem tablets are available as 30, 60, 90, and 120 mg
* 25% lower cost than Cardizem® SR (diltiazem HCI) capsules
for hypertension
— Cardizem SR capsules are available as 60, 90, and 120 mg

Please see brief summary of prescribing information on adjacent page.




(diltiazem HCl)

Brlef Summary ot . B Brigl Summary of Briet Summary of
Prescribing Intormation 2 of Octaber 1992 (2) Presctibing Information as of April 1992 Prescribéng Informalion as of Janary 1991
CARDIZ CARDIZEM' SR CARDIZEM®
E:Iu"mm hydrochloride) (diftiazem hydrochloride) %ﬂlmmm hydrochloride)
sules Sustained Release Capsules ablets

WITHHNDIEITIUHS
L-\PD ZEM X iticuldr pacemaker, (2) patients with second- of
Iess than 90 mm Hy sysialic), (4) natienls who

(] uaanIs wilh acute myocardial infasch |0|. anid pulmonary congestion documended by x-ray on admission

gnilicantly proonging sinus noo recovery time, excepl in pafients wilh sick
rly in patients wilh sick sinus syndrome) or second- or thi rd-eeg e AV
ckers o digitalis may resull in additive efiects on cardiac conduction. A patient
i dose of 60 my ol diffazem

| preparations, hemodynamic studies in fumans with nomal
negative efiects on contractifity [w;.fal] A acute study of oral dilliazem in patients
ment in indices of ventricular function without significant decrease in confractile
_5 wih LI“:'Sn 'g rrrl'\! rment of ventricular function. Experiznca with the use of
function is limited. Caution should be exercised

\,ﬁ:’iDIIEM prolangs AV node refractary perings wilty
I ull in abnarmadly
Concomitant use of

it In symptomatic hypatension

wn in alkaling phosphatase and bilinubin have been observed In
e even wl"|'E tinugd diltiazem freatment. |n rare instances, sigilicant ekevations in

ase, LOH, SGOT SEP. E et with i injury have been noled. Thes reactions tended o

o8 wesks) and have been reversibia upon discontinuation of drug therapy Tﬂe tefationship to CARDIZEM is uncertain in

(a2 PRECAUTIONS )

FI'liCAUT IBHS
Eﬂ!ﬂﬂl EnHﬂkEM {d

ifiaze em i nsively meia i in bile. AS with any drug give
) should be used with caution in
Nigh doses of diltiazem were associated wil
I the liver which

565 0f 20 mg/kg were alsa associated wi ih hepalic changes: Noweves, iMesa changes wera

finued use of CARDIZEM. Howevet, skin
¥ reported, Should 2 dermatplogic reaction

reful fitration are warranted in patients regsiving CARDIZEM
(Ses WARNINGS. ) Pharmacologic: stidiss indicate
25 o digitalés concomitantly with CARDHZEM.

dications. CARDIZEM undergoss
of CARDIZEM with other apents
| metabolism. Dosages

Available as
Once-A-Day

n five normal
y of Drc-[unj|nl

120-mg capsules

ES )
nl increase in peak dillazem plasma lgvels
2 &l 1.200 my) per day and @ single dJS’ ol
ci may be mediated by cimetiding's
the first-pass metabalism of diltiazem
hange in pharmacofogical efiect
mm :It.v may be warranted

digain concentrations
with coronary arery =
recommended that digexin .
avoid possible over- of under-

180-mg capsules

¢ vascular dration
lanty, anesihetics

240-mg capsules

"|Fn thetetore, use CARDIZEM in pregnant women anly Il the

5. Difliasem s n rn ilk. One repart Sugg
approximale serum levels. I gse of [:nHl]lIEM IS teemed essential, an-al
be inslifued

ts {hat concentrations in teeast milk may
ternative method of fntand feeding shoukd

Pediatric Use. Sately and effectiveniass in children have nal besn estabiishad
MI'.‘ERSE REM:HI!HS

uid ba recognized thal patiarls wilh
s have usually been exciuded hrom (hese studies.

led angina rials, the incidence of adverse reactions reported dufing CARDIZEM therapy
7 1hian that regorted during placebo therapy.

CCDAKS14/A7856

ONCE-A-DAY
CARDIZEM CD

24-HOUR CONTROL
OF ANGINA AND HYPERTENSION

The advirse gvents described below represent events observed in clinical studies of hypertensive
patients recaiving sither CARDIZEM Tablets or CARDIZEM SR Capsules as well as experiences
abserved in shudies of angina and during marketing, The most common events in hyperfension studies
21e shown I a table with rales in placebo patients shown for comparison. Less common events are
listed by tlutm system; thesa include any adverse reactions seen in angina studies that were nof
observed in Nypertznsion studies. In all hypertensive patients taking CARDIZEM Tablels or
CARDIZEM SR Capsules stucied (over 900), ihe most common adverse events were edema {9%)
headache (8%), dizziness (6%), asthenia (5%), sinus bradycardia (3%), lushing (3%), and first-
degree AV block (3%). Only edema and pethaps bradycardia and diziness were dose relaled

Double Blind Piacebo-Controlied
Hypertension Trials

Diltiazem Placebo
N=315

i (%)
38 (12%)
24 (78%)

| Adverse

Heagache

AV Block First Degres
Dizziness

Edema

Bradycarda

ECG Abngrmality
Asthenia
Constipation

Paipatations
Polyuria
Somnolence

Alk Phos Increase
Hypotensi
Insomnia

Rash )
AV Block Second Degree 2 (0E%) —
The following table presents Ihe most comimon adverse reactions reparted in placebio-controllad
angina and hypertension frials in patients recenving CARDIZEM CD up to 360 my with rates in placebo
patients shown lor comparison

CARDIZEM CD les Placebo-Controlled
Angina and Hyperiension Trials Combined

CARDIZEM CD Placebo
o ion N =807 H=301
cha 54% A%
Diztiness 30% 3%
Bradycardia 33% 1.3%
AV Block First Degres 3% 00%
Edema 26% 13%
ECG Abnarmallly 16% 23%
thenia 18% 17%

In clinical frials of CARCHZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR Capsules
Imvolving over 3200 pafients, the mast comman events (ie, graater than 1%) were adema (4 6%
headache (4 6%), dizziness (3.5%), asthenia (2.6%), firsi-degres AV biock (2.4%), bradycardia
(1.7%), llushing (1 4%}, nausea (1.4%), and rash (1.2%
In alﬁ«:l:'.iun the foliowing events wese reported infrequently (less than 1%) in angina of fyperiension
Iials

Cardiovascular. Angina, arrhythmia, AV block {second- of this N:ureel Tuindie branch block
congestive heart faiture, ECG ab , hypotension, palpitations, syncope, tachycardia
venlricular extrasysioles
Nervous System: Abnormal dreams, amnesia, depression, gait
insomnia, nervousness, paresthesia, personatity changs, somnalence, tinné
Gastrointestinal: Anorexia, conslipation. dighea, dry moulh, dysgeusia Jys.rnm mild
elevations ol SGOT, SGPT, LDH, and aikaline phasphatase Irsaw= hepatic waméngs), ihirs!, vomiting
weight increase

Ilammlnqical‘. Petechiae, phottsensitivity, pruritus, urticaria

Dther; Amblyopia, CPK increase, dyspnea, epistaxis, eye irfitation, hyperglycsmia, iy
impolance, muscle cramps, nasal congesfion, noctura, osteoaticular pan. pobyuria, s

The following postmarketing events have been teportad infrequently in palients recaiving CARDIZEM
dlnipacia, eryinema multiforme. exioiative dermatilis, extrapyramidal symptoms, gingiva! hyparplasa
hemalytic anemia, increased bleeding time. leukopenda, purpura, retinopathy, and thrombacylopenia
In addition, events such as myocardial inkarction have been observed which are nof readily distin-
puishablz from the qwal history of the disease in Ihese patients. A number of well-documentad

characterized as leukogyfocastic vasculitis, have baen reporied. Howtver
‘Icc. retationship betwesn these events and CARDIZEM therapy Is yel o be

lity, hallucinations

=
Culties

estabiished

CARDHZEM® CO
Prescribing Information as ¢
CARDIZEM" SR
Prescribing Information as of Agnl 1992

tober 1992 (2)

CARDIZEM'

Prescribing Information as of January 1991
Mation Merrell Dow Inc

Kanisas Clly, Messouri 64114
et

ﬁMhRION MERRELL DOW INC,
“ EANSAS CITY MO aa11as

Reterences: 1. Dlata on file, Marlon Meredl Dow Inc. 2. Massi BM, Der E, Herman TS, Topolski P
Park GO, Stewait WH. Cfin Cargfiol 1992:15:365-368. 3. Cardizem CD pescribing information
4. Red Book Update. 1992,11(10):7

0119A3



HARNESS THE TRIPLE
THE POTENT
1. Fungicidal action

e Naftin® is fungicidal, not just fungistatic,

to dermatophytes at low concentrations¥

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

at low concentrations.

3. Broad spectrum coverage

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

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

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

Skin Care Division Of Allergan, Inc *In vitro data, clinical significance unknown. A low incidence of irritation and
1993 Allergan, Inc Please see adjacent page for brief summary of pres




-ACTION POWER OF
ANTIFUNGAL.

2. Rapid symptomatic relief

e Even without a steroid, Naftin® Cream is as
effective as Lotrisone® at relieving tinea-related
pruritus and erythema.'

* In comparative studies, Naftin® Cream-treated patients
showed a marked decrease in scaling at week one and

fissuring at week two compared to Spectazole®treated
patients.?

chloride) 1% Cream and Gel :—
s and tinea corporis. NAFTIN®

retions," eall: 1-800-934.-3 : :
retions, n: 1-800-934-3169, (naftlﬁne hYdFOCh'OI’IdE) 1%

d b in clinical trials with Naftin® !
nxgiis:mm:‘a observed in clinical trials with Naftin® Cream Cream 15g, 30g, 60g * Gel 20g, 40g, 60g



NAFTIN®

(naftifine hydrochloride) 1%
Cream & Gel

INDICATIONS AND USAGE: Noftin® Creom, 1% is indicated for topical
application in the treatment of finen peds, tinea cruris and fineo corporis coused by
the orgonisms Trichophyton rubrum, Trichophyton mentagrophytes, ond
Epidermophyton floccosum. Noffin® Gel 1% is indicated for the topical treaiment of
finea pedis, finea cruris and finea corporis coused by the organisms Trichaphyton
rwbrum, Trichophyton mentagrophytes, Trichophyton tonsurans* and
Epidermaphyton floccosum.™ *Efficacy for this organism in this orgon system was
studied in fewer thon fen infections, CONTRAINDICATIONS: Noftin® Creom
and Gel, 1% is contraindicoted in individuols who have shown hypersensitivity to any
of its components. WARNING: Noftin® Cream ond Gel, 1% is for topical use anly
and not for ophthalmic use. PRECAUTIONS: General: Noffin® Creom ond
Gel, 1% is for extemol use only. If imitotion or sensitivity develops with the use of
Naftin® Cream ond Gel, 1%, treatment should be discontinued ond oppropriate
therapy insfituted. Diognosis of the disease should be confirmed either by direct
microscopic examinafion of o mounfing of infected fissue in  solution of potassium
ydroxide or by culture on on oppropriate medium. Information for patients:
The potient should be told to: 1. Avoid the use of occlusive dressing or wrappings
unless otherwise directed by the physician. 2. Keep Noffin® Cream ond Gel, 1%
owoy from the eyes, nose, mouth and other mucous membranes.
Carcinogenesis, mutagenesis, impairment of fertility: Long-term animal
studies fo evaluate the carcinogenic potentiol of Naftin® Cream and Gel, 1% have
not been performed. In vifro ond onimal studies hove not demonstrated any
mutogenic effect or effect on fertilty. Pregnancy: Teratogenic Effects:
Pregnancy Category B. Reproduction studies have been performed in rofs and
robbits (vio oral administrofion) of doses 150 times or more the fopical human dose
and have revealed no evidence of impaired fertility or horm to the fetus due to
naftifine. There ore, however, no adequote ond wellcontrolled studies in pregnont
women. Because onimal reproduction studies are not olways predictive of human
response, this drug should be used during pregnancy only if clearly needed.
Nursing mothers: [t is not known whether this drug is excreted in human milk.
Becouse many drugs ore excreted in human milk, coution should be exercised when
Naftin® Creom and Gel, 1% is administered to o nursing woman. Pediatric use:
Safety and effectiveness in children have not been estoblished. ADVERSE
REACTIONS: During dlinicol trigls with Naftin® Creom, 1%, the incidence of
adverse reactions was os follows: buming/stinging (6%), dryness (3%), erythema
(2%), itching (2%), locol inifafion (2%). During dinicol friols with Naftin® Gel, 1%,
the incidence of odverse reactions was os follows: buming,/sfinging (5%), itching
(1%), erythema (0.5%), rash (0.5%), skin tendemess (0.5%),

REFERENCES

1. Smith EB et al. Double-blind comparison of noftifine creom ond
clotimozole /betomethasone dipropionate cream in the hreatment of finea pedis, J
Am Acod Dermatol 1992;26:125-7.

2. Millikan LE, et al. Noftifine cream 1% versus econozole cream 1% in the
treatment of finea cruris ond finea corporis. J Am Acad Dermatol 1988; 18:52-6.

Spectozole® is o registered trodemark of Ortho Pharmaceuticol
Nizoral® is o registered trodemark of Janssen Pharmaceutica Inc.
Lofrimin® and Lotrisone® ore registered trademarks of Schering Corp.

ALLERGAN Herbert

Skin Core Division of Allergan, Inc., Irvine, CA 92715
© 1993 Mlergan, Inc.
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SAY I'T WITH

MANUAL OF STYLE

The one to consult

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

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

You'll find everything you need to make your article a
success including: ® Legal and Ethical Matters ® Grammar
@ Punctuation ® Word Use ® Foreign Words and Phrases
® Diacritics ® Abbreviations ® Units of Measure ® Num-
bers and Percentages ® Mathematics ® Statistics ® Produc-
tion and Printing Terms ® Editing and Proofreading Marks
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 Whes
accurate, be ready with one simple answer — 5=
the AMA Manual of Style. Order your
copy today!

1988/377 pp/ 4351-X/$28.95

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

S

YE‘S, send me ____ copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not completely satisfied, I 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 Billme OVISA 0O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

Name

Address

@ City/State/Zip
Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202

M o o o e - -



STADOL' NS [~

(butorphanol tartrate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

Brief Summary

INDICATIONS
STADOL® NS™ (butorphanal tartrate) Nasal Spray i indicated for the management of pain when the wse of an apioid analgesic is ap

propriate.

CONTRAINDICATIONS

STADOL M5 is contraindicated in patients hypersensitive to butorphanol tartrate or the preservative benzethonium chiaride.
WARNINGS

Bacause of its pioid antagonist m'lll properties, butorphanol is not recommended for use in patients dependent on narcotics, Such

use an

fmssmlihmm mmmmmm pﬂnmhemnnlmbulnmhmdmrm Inmwﬁ
Mmphwrasprmnmmu symptoms such as aniety, agitation, mood

mmmmnmmmmmmmmmmmmmm
i ition should be used in iné of butorp to such pabents.

ﬂ“ﬂlg&g nial Pressure

whltla mdhmmnmmmhﬂﬂm I associated with carbon dioxide retention and sec-
ondary elevation of cerebrospinal fluid Mndmmmﬂ migsis, and hmmmmmmm
pretation of the clinical course of patients with head injuries. In such patients, butorphanol should be used only if the benefits of
use outweigh the pofential risks.

Disorders of Respiratory Function or

Control
depression, especially in patients receiving other CNS active agents, or patients suffering
from m?mw o o i

Hepatic and Renal Disease
In patients with severe hepatic or renal disease the initial dosage mterval for STADOL NS should be increased to 6-8 hours until the

wmmmmmm Subsequent doses should be delermined by patient response rather than being scheduled at
Cardiovascular Effects
mhﬂmemmmuMmWMMmulmmmanm
m infarctian, or coronary be limited to those situations where the bane-

nmwmwm

mﬂmmmmmdumhmmw In such cases, should be disconfinued and

mmmmmmmmm In patients wha are not apioid nalgxong has also bean reported
Drug I
Gwmn.!nmm“euf

mphwmmm nervous system dwmnls (29. all:uhol barbiturates, tranquilizers, ind antinis-
tamines) miay result in increased central nervous system de, used concurretly with such drugs, the dose of
butorphanol should be the smallest effective dose and the Wﬁmmsmamﬂﬂ when administered
cancomitantly with drugs that patentiats the action of opioids.

nummnumumwnm concomitant medications that affect hepatic matabolism of drugs (cimet
but be alert o the that a smaer initial dose and inter
wls WW ). but physicians possibility fonger

mmm:srmns Emmnr wslg».)um ua;hpmdlsrmnslsmmw
a.a can

Mnrmmm

Na information ummwmmmwwmmmmmommm.

Use in Ambulatory Pati

Dmmwmmmmmmmmmmymw abilities required for the 3
mance of polentially hazardous lasks {n& mmmcmm} szmwmmmmhmrgr

Alcohol shoukd not be consumed while mmwd mMmmmwmmmmwm
;ng{e.e. . lcahol, barbiturates, tranquitizers, and antihestamines) may resull in increased cemral nervous system depressant e

Patients should be instructed on the proper uso of STADDL NS.
Carcinogenesis, Muta, frment of Fertil
mmﬁmﬁwmhm:smmmmmm.
Emmmwmm&mmmm&mmmh unschaduled DNA synthesis and repair assays conducted

Rats treated with 160 mo/kgfday (944 mg/sq.m.) had a reduced pregnancy rate, However, a similar effect was not observed
witha 25 iidﬁmmlmm]

Pregnancy

Pregnanty Category O

There are mmmmmmmmmm In nmunam women umarmnlnemon
studies in mice, rats and rabbits du

Hemﬁm s e
g e o Gt s e o

I1| in'lpw
fion loss in rabbi s
Labor and Delivery
STADOL NS i not recommended during fabor or dalivery because there is no clinical experience with its use in this setting.
Nursing Mothers
mwmmmnmmmmmmsrm mothers. The amount an infant
receive i probably clinically insignificant (esfimated 4 microgram/liter of mﬂw 2 mg IM four times a day).

Although there ks no clinical expeniance with the use of STADOL NS in ni mathers, It should be assumed that butorphanol will
i

appear in the milk in similar amourts following the nasal route o

Pediatric Use
Whmmmwummm 18 years of ape because safety and efficacy have not been established in

Geriatric Use

| 1'mg dose of STADOL® NS™ (butorphanol should generally be used in gerfatric patients and 90-120
m‘sm% mmam1r3|gmmm

Dmanmtmdwmwmrﬂf-ﬂle

butorphanol s mmmwawum#mwuuwtﬁ
more sensitive o ts side effects. Results from a long-term clinical ‘patients
mummﬁmmmmmmns than younger patients. b

ADVERSE REACTI
amuulms butorphanol frials. Approximately haf received STADOL Injectable with the remainder
mmmmmmwmmmmmmmmw route were those commanly

mmmmmmmmmwwm Eﬂe‘mmw
route and from Injectable. There has been no attempt to corect for placebo o
siztml £ wmmhmmm =
IIEAI:'H
9'!.] MM(1ﬂ1ﬁwmmgﬂ ul;ndngruwmmtlﬁ!wh
nausea
somnlx] frequently reported.

The following adverse experiences were reported at a frequency of 1% or greater, and were considered 10 be probably retated to the
use of butorphanat:

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

CARDIOVASCULAR: VASODILATION®, PALPITATIONS

m ANOREXIA®, CONSTIPATION®, dry mouth®, nausea and/or vomilting (13%), stomach pain
%m-m , dizziness (19%), euphorta, floating feeling, INSOMNIA (11%), nervousness, paresthesia, somno-

lence (43%),

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

SKIN AND APPENDAGES: sweating/clammy”,

gTPEIZEEIDLuNg:E““ blurred vision, EAR PAIN, TINNITUS®, UNPLEASANT TASTE" (also seen in short-term trials with

with of 3-9% are marked with an asterisk." Reactions from e
S STAGOL WSt CAPTALEED) > T e Ay

ua‘l:yllfhss!uﬂ!'ﬁ i clinical trigls or from post-markefing expert-
0 30 e COSKer 105 oy e 10115 5 BN

CARDIOVASCULAR: hypotension
mmmmmmmmmm
SKIN AND APPENDAGES: rash/hives
mm..hmmmmn
_JWIMM Feati .—I ml
B L Ao
administration is unknown. They are being listed as alerting information for the physician.
muamm
CARDIOVASCULAR: hypertension
NERVOUS: comvulsion, delusions, depression
RESPIRATORY: apnoa, shallow breathing
(Reactions reparted only from post-marketing experiance are ialicized)
o o et as a class, have lower abuse potential than morphine, all such drugs can
L o

ctmi;mwﬁmwmhmmmmwnmmmmmmmmmme
Alm151 s%mmmsymm of possk
diarrhea

mmsmmnsmrzmur
bl abuse Tapote sguiian e and
after using 16 mg

observed. MIW%MMG‘ Mﬂ\n}mmzm mﬁmm
ware
2 day or more for than 3 manths.

Wmmhmhﬁﬂmm unstable patients and 1o those with a history of
misuse. When long-term therapy is m»amm )
OVERDOSAGE
Nlnlulllulfuhﬂuns
mﬁﬁmmmmmmmdmwmmwmmmmn
Overdosa can occur due to accidental of | i misusa of butorphanol, fally In children who access 1o the
S Ei o P especialy in young may (ain
Tlnmn“;uﬂnfsmpm overdosage includes maintenance of adequate ventikation, peripheral perfusion, normal
body temperature, and protection of mmmmmmmuﬁ serial measures of
mental state, and vital signs. Owygen and ventilatory assistance should be available with continual monitori

mmmwlrz‘ﬂmmm Inwmmmwdmmm may be required, mmmmﬁ'&ﬁ

The us2 of a specific such as naloxone should be mmmdmawmm@;w

mnmam%w dosing with naloxone may be required.

Facto m:m : mmrqlmdoss mm status, underlying jcal condition, use of
are e

m%wwmwmmmwﬁ re involved. Lise in the eiderly, with hepatic o renal disease.

wmmrmummamﬂmmm mumummmmmm impaired hepatic or

Thuﬂhaﬂwu dose sequence outlined above may be repeated in 3-4 hours as naeded,

Mmﬂlmﬂh an initial dose of 2 1Whlﬂmﬂﬂ] nmmlﬁ able fo re-
mmumm ﬂ'ﬂgnmorm w;:%t mbord be given for
lnﬁlhndl
L NS Is an open system with increased risk of exposure o heaith care workers.

The unit should be disposed of by unscrewing the cap, rinsing the bottie, and placing the parts in & waste container.

HOW SUPPLIED

srmnswppmmmmmmm wmm! @ metered-dose mldust
wvg,:mu spray solution, and a patient instruction leaflet. mw&yﬂﬂwlﬂﬁm

ing s necessary.

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

Storage Conditions
Store below 86°F (30°C), wmmmmuhmmwmmmmwn&
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CAUTION: Federal law prohibits dispensing without prescription,



From Mead Johnson Laboratories

Acute pain relief...
from a nasal spray
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RELAFEN

For the treatment of osteoarthritis | .-"j.
and rheumatoid arthritis

m Efficacy comparable to naproxen or aspirin

A low incidence of peptic ulcers

B Other G.l. symptoms comparable to
other NSAIDs, including diarrhea,
dyspepsia and abdominal pain

Convenient once-a-day dosing

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

m Dosage can be titrated up to 2000 mg/day

Please see brief summary of prescribing information on adjacent page.

SB

SmithKline Beecham
Pharmaceuticals

Philadelphia, PA 19101

© SmithKline Beecham, 1992




RELAFEN®

brand of nabumetone
See fete p ibing int in SmithKline Beecham Pharmaceuticals literature or PDR. The fol-
lowing is a briel summary.

CLINICAL PHARMACOLOGY: Relafen is a nonsteroidal anti-inflammatory druﬁ (NSAID) that exhibits anti-
inflammatory, analgesic and antipyretic properties in pharmacologic studies. As with other nonsteroidal anti-
Inflammatory agents, lts mode of action is not known, However, the ability to Inhibit prostaglandin synthesis

l‘rw be involved in the anti-inflammatory
paml und is a , which unde ey biotransformation 1o the active component,
fylacetic acid ( ), @ potent inhibitor of prostaglandin synthests.

mmﬂ:ﬁm AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheuma-
arthritis

CONTRAINDICATIONS: Patients (1) who have ly exhibited h itivity to it; {2) In whom Relafen,
aspirin or other NSAIDS induce asthma, urticaria or other allergic-type reactio

Mmilllg!i II:!;;;nln alert for ulceration and bleeding In patients treated chmnncalh' even In the absence of
revious

f controlied clin s{mrrais involving 1,677 patients treated with Refafien (1,140 followed for one year and 927 for
two years), the cumulative incidence of peptic ulcers was 0.3% (35% CI; 0%, 0.6%) at three fo six months,
0.5% (85% Cl; 0.1%, Dmfn amewamnﬂmm 0.3%, 1.3%) at two . Inform s of the
signs and symptoms of uu icity and what steps to take if they ocour. In pauanu active peptic
ulcer, weigh the benefits of Refafen therapy against possible hazards, institute an appropriate ulcer treatment
regimen and monitor the patients’ p rssscarutul

In considering the use of m:m doses (within the recommended dosage range), anticipate benefit
sutficient o the potential i risk of G.1. toxicity.

PRECAUTIONS: Because nabumetone undergoes extensive hepatic metabolism, no adjustment of Refafen dos-

age is generally necessary in patients with renal insufficiency. However, as with all Ds, monitor patients

with impaired renal function maore clesely than patients with normal renal function.

Evaluate patients with symploms and/for signs g liver dysfunction, or in whom an abnormal fiver test

has occurred, for evidence of the development o ammhwwcmnwhﬂsmmm Al

abnormal fiver tests persist or worsen, if clinical sauns anu s,rmpinms consistent with liver diseasa dmhp or

if systemic manifestations occur (eg., P eic.), Relafen. Use Refafen cautiously in

patients with severe hep: nﬂcnlm;i;nam

As with other NSAIDs, use cautiously in patients with a history of heart failure, hy

of other conditions praﬂispushgln fiuid retention.

Based on UV. light osensitivity testing, Relafen may be iated with more ions to sun

than might beamect ha.sedunshn tanning types.

Pmafnnn % wish to. discuss with |h¢|r nis the potential risks (see WARNINGS, PRECAUTIONS and
RSE REACTIONS) and likely benefits of NSAID treatment, particularly when the drugs are used for less

mlﬁ conditions where treatment Mmuul NSAIDs may represant an acceptable alternative to both the patient

physician,

Exercise caution when administering Relafen with warfarin since interactions have been seen with other NSAIDS.

In two-year studies conducted in mice and rats, nabumetone had no statistically significant tumorigenic effect.

Nabumetone did not show mutagenic potential in Ina Ames test and mouse micronucleus Iosl i vivo. However,

nabumetone- and BMNA- mhomas in culture showed chromosomal aberrations mendwmt and

higher concentrations {equal 1o the average human exposure 1o Relafen at the maximum recom

mmmnewmugoavmmynfmwmmsnwed orally at doses of 320 mo/ko/d nmremaﬂ ;

bumetone did nol cause any teratogenic effect in rats given up to and in
rabbits up to my/kg orally. However, increased post-implantation loss was ol in rats at rnwsrg
orally and at higher doses | Iu the auerwu human exposure to BMNA at the maximum recommendi
human nsaz ane no well-controlied stmilns in pregnant women. Use the drug during preg-
nancy only if clearly needed. Eecauseotthumm wmausmilrmmlnhm drugs on the
human fetal cardiovascular system (closure of ductus antenosus), use of during the third trimester of

ﬁlwnanq' Is not recommended.

effects of mﬂmm labor and defivery in mman are not known. As with other drugs known to Inhibit

B of dystocia and delayed parturition occurred in rats treated
roughout

It is not knuwn w:;ger nabumetone of its metabolites are excreted in human milk; however, BMNA is excreted
in the milk of lactating rats. Because of the possible adverse effects of pmstuulandm wﬂms-mmbitm drugs
on necnates, Refafen is not recommended for use in nursing mothers,

Safety and efficacy in children have not been established.

Of the 1677 patients in US. chinical studies who were treated with Relafen, 411 patients 4%}m66mﬁ

of age or older; 22 patients (194) were igdyears of age or oldes, No overall differences in safety were
observed between older pahenls ones. Similar results were observed in a - year non-US.
postmarketing survelliance study of 10,800 mmmnmimmms( 290) were aérearsul'

age or obder.

ADVERSE REACTIONS: Incidence zﬂi—mh' I:amln M—Dlalmua éi-t%] mzspepﬂa i‘l&%}
abdominal pain (1236}, :::)nsn&a:ad flatulence”, nausea”, positive stool guaiac”,

matitis, wml!lnq dizziness”, a:he fatigue, increased sweating, Insomnia, nervousness, sernnmem
prurftus®, rash”, tinnilus®, edema”

*Incidence of reported reaction between 3% and 8%. Reactions occurring in 19 to 3% of the patients are

unmarked.
Inelﬂnn <1%—Probably Causally Related!—anorex I dice, ulcer, dy

ic jaun
nic. ulcer, ruurnumns rointestinal bieedi mcmsed appetite, liver fum:tlnn abnormalities,
mm, asﬂm&m agitation, aﬁ L Wnpsﬂ tremor, vertigo, bullous
pti p urtl yria cutanea tarlla vasculitis, wuh‘t ain, dyspnea,
hype itis, al:umlmna ‘azotemia, interstitial nephritis, abnormal vision, reaction,
angioneurotic

Incidence <1%—Causal Relationship Unknownt—Bilirubinuria, duodenitis, eructation, gallstones,
gingivitis, glossitls, pancreatitis, regtal bleeding, nightmaes, acne, alnpecna eqn‘hm mﬂﬂnm Stevens-

Johnson grndmm angina, i syncoge,
Ihmmbnphlehms asthma, cough, d')suﬂa humaturla Irrpm:s, renal stones, tas(e d‘lsurll;u fever, chills,
S5,

weight
rndmaa reported only in p g or in the fi are italicized.

OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and institute general sup-
portive measures as necessary. Activated charcoal, up to 60 grams, may vely reduce nabumetone absorp-
tion, Coadministration nll nabumetone with charcoal to man has resulted in an 80% decrease in maximum

The act
&em:emmdhaﬁyw—nmemmmmmmmm pain and was
for increased abdominal pain following ingestion of 30 Refafen tablets 5 grams total). Stmls were negative for
occult biood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She
was given an Hg-receptor antagonist and discharged from the hospital without sequelae.

ma AND MNINISI’IW‘ION Recommended slartlrl} dose: 1000 myg taken as a sm;ia dose with or without
food. Some patients may obtzin more tomatic refief from 1500 mg to 2000 mg daily. Dosages over 2000
mnd&l?fhawnmhem studied. Use the Bﬂuc!lwdmlurl:hmhclmmm

HOW SUPPLIED: Tablets: Oval-shaped, fiim-coated: 500 mg—white, impnnted with the name
RELAFEN and sm In nmﬂns of 100 and 500, and In Single Unit Packages ni 100 (intended for institutional

uné.y] | rinted with the product name RELAFEN and 750, in bottles of 100 and 500,
and in Single uml {intended for institutional use only).

Store at controlled room teml!eralurﬂ'lﬁg"w 86°F) in weil-closed container; dispense in light-resistant container.
500 mg 100°s: NDC 0029-4851-20 750 mg 100°s: NOC D029-4852-20
500 my 500°s: NDC 0029-4851-25 750 mg 500°s; NDC 0029-4852-25
500 mg SUP 100's: NDC 0029-4851-21 750 mg SUP 100's: NOG 0029-4852-21
& SmithKline Beecham, 1992 BRS-RL:L3

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

Medicine advances at an amazing pace, yet
'you can remain current th :
CME opportunities offer

To keep abreast of these programs, conferences,
workshops and accreditation activifies, order the
J Medical Education Directory.

new Continuing

This complete ublist
American Medlcal Asmaﬁaa (AMA) contains
informafion not available anywhere else. It pulls
together aﬂ the information you need to fulfill
your CME &]Iguﬁ‘ons including:

state and spemdﬁy'sociehes, and fhe AMA
Physician’s Recognmoh Md

* State and moncl socrdy rneetmg daies

. Easy-to—use listings of self-ossessment and
personalized/focused CM \pmgrdms

as a unique reference for CME planners, too
Yo order your copy, call 800 621-8335
(OP41 249205j 'Ihe»*pnoe is only $36 for mem-

bers of the AMA- an&_ 45 for n@ﬂmembers

American Medical Association
Physicians dedicated to the health of America




FREEDOM FROM PAIN!

Exira strength pain relief |
free of extra prescribing = . 2
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INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain. CONTRAINDICATIONS: Hype 1o ac phen or hydrocodone. WARNINGS: Respiratory Depression: At high doses or in sensitive patients,
hydrocodone may produce dose-related respiratory depression. Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of narcotics and their capacity to elevate cerebrospinal fluid pressurern be markedty
exaqge{atcd in Ih-? WESEHCE of head | mJ.ur'f other intracranial lesions or a preexisting increase in intracranial pressure. Furthermaore, narcotics produce adverse reactions which may obscure the dinical course of patients with head injuries.

Acute Abd di :The of narcotics may obscure the diagnosis or clinical course of patients with acute abdominal conditions. PRECAUTIONS: Special Risk Patients: VICODIN/VICODIN ES Tablets should be used
with caution in elderly or debilitated patients and those with severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease, prostatic hypertrophy or urethral stricture. Cough Reflex: Hydrocodone suppresses the cough
reflex; as with all narcotics, caution should be exercised when VICODIN/VICODIN ES Tablets are used postoperatively and in patients with pulmonary disease. Drug Interactions: Patients her narcotic analgesics, antipsychatics,

antianxiety agents, or other CNS depressants (including alcohol) concomitantly with VICODIN/VICODIN ES Tablets may exhibit an additive CNS depression. The use of MAQ inhibitors or tricyclic ant it pressants with hy prep
may increase the effect of either the antidepressant or hydrocodone. The concurrent use of anticholinergics with hydrocodone may produm paralytic ileus. Usagein P T fects: F y Category C. Hydrocodone has
been shown to be teratogenic in hamsters when given in doses 700 times the human dose. There are no adequate and well-c lled studies in t women, VI(ODINNI(ODrN ES Tablets 5houldie used during pregnancy only if the
potential benefit justifies the potential risk to the fetus. Nonteratogenic effects: Babies born to mothers who have been taking opioids legular]} prior to delivery will be physically dependent. The withdrawal signs include irritability and
excessive crying, tremors, hyperactive reflexes, increased respiratory rate, increased stools, sneezing, yawning, vomiting, and fever. Labor and Delivery: Administration of VICODIN/VICODIN ES Tablets to the mother shortly before deiweg
may result in some degree of respiratory depressmn in the newborn, especially if higher doses are used. Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk an
because of the potential for serious adverse reactions in nursing infants from VICODIN/VICODIN ES Tablets, a decision should be made whether to discontinue nursing or to dus(ommue rhe drug |ak|ngmlo account theun'q)oa:tan(eof ﬂ'herg;g

1o the mother. Pediatric Use: S.me',' and e[lelwﬂ?SSll‘l children have not been established. ADVERSE REACTIONS: The most frequently observed adverse reactions include light-h , Nausea
effects seem to be more in amt y than in nonambulatory patients and some of these adverse reactions may be alleviated if the patient lies down. Other adverse reactions include: Ceniral Nmus System: Drowsiness,
mental clouding, !ethaxgy impairment of mental and physl(al per{o:man(e anxiety, fear, dysphoria, psychic dependence and mood changes. Gastroi inal System: The phent useful in supp: g the nausea and

\NJI“III“? which may occur (see above); however, some pl seem to be sic and to increase the amount of narcotic required to produce pain refief, while other phenothiazines reduce the amount of narcotic
required to produce a given level of analgesia. Pmlanged administration of VICODIN/VICODIN ES Iahie:s may produce constipation. Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary retention have been
reported. Respiratory Depression: Hydrocodone bitartrate may produce dose-related respiratory depression by acting directly on the brain stem respiratory centee Hydrocodone also affects the center that controls respiratory rhythm, and
may produce irregular and periodic breathing. If significant respiratory depression occurs, it may be antagonized by the use of naloxone hydrochloride. Apply other su ﬂl\oe measures when indicated. DRUG ABUSE AND DEPENDENCE:
VlCODIN VI(UUIN ES Tablets are subject to the Federal Controlled Substance Act (Schedule IIl). Psychic dependence, physical dependence, and tolerance may devel

P tion of narcatics, therefore, VICODIN/VICODIN ES Tablets should be prescribed and administered with caution. OVERDOSAGE: Acetaminophen Signs and Revised March 1392 5830
5 : In acute acet hen overdosage, dose- dependent j:mtermall',I fatal ht‘pd'll( necrosis is the most serious adverse effect. Renal tubular necrosis, b ycemic
coma, and thrombocytopenia may also occur. Early symp ic overdose may include: nausea, vomiting, diaphoresis and general malaise.
Clinical and laboratory evidence of hepatic toxicity may not be appart‘nl: unnl 48 to 72 hours post- ingestion. Hydrocodone Signs and Symptoms: Serious overdose with
hydrocodone is characterized by respiratory depression (a decrease in respiratory rate and/or tidal volume, Cheyne-Stokes respiration, (cyanosis), extreme somnol Knoll Ph tical Comp
ing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, and sometimes bradycardia and hypotension. In severe overdosage, apnea, circulatory cullapse (aldla(. 30 North Jefferson Road
arrest and death may occur Whippany, New Jersey 07981

BASF Group knoll



Fast, effective relief

for pain/inflammation.

Sprains/Strains

Acute tendinitis/Bursitis
Low back pain
Musculoskeletal pain
Soft-tissue trauma

. e




Fast-pain relief may occur as fast as 20 minutes. As with other NISAIDS. the most frequent complaints
Effective—works at the pain site to provide relief for are gastrointestinal. See Warnings, Precautions, and
mild to moderate painfinflammation. Adverse Reactions sections of prescribing information.
Anti-inflammatory-nonsteroidal anti-inflammatory  popvenient dosing—recommended starting

action helps patients return to normal activity. dose is 550 mg, followed by 275 mg every 6 to 8

Well tolerated—no narcotic-related side effects; hours, as required. Total daily dose should not
no addiction potential. exceed 1375 mq.

Fast Relief. Fast Recovery.

Anaprax-DS Anaioxe
(NAPROXEN SODIUM)

&| SYNTEX

SYNTEX PUERTO RICO, ING

HUMACAQ PR 0066"

For brief summary of prescribing information,
please see next page.

©1992 Syntex Puerto Rico, Inc.  811-J2-505-92



Brief Summary:

Contraindications: Patients who have had allergic reactions to NAPROSYN®
ANAPROX® or ANAPROX® DS or in whom aspirin or other NSAIDs induce the syn-
drome of asthma, rhinitis, and nasal polyps. Because anaphylactic reactions usu-
ally occur in patients with a 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 GI toxicity such as bleeding, ulceration, and perforation, can

occur at any time, with or without warning symptoms, in patients treated chroni-

cally with NSAIDs. Remain alert for ulceration and bleeding even in the absence
of previous GI tract symptoms. In clinical trials, symptomatic upper G! ulcers,
gross bieeding or perforation occur in about 1% of patients treated for 3-6
months, and in about 2-4 % of patients treated for one year. Inform patients of
signs and/or symptoms of serious Gl toxicity and what steps to take if they occur.
Studies have not identified any subset of patients not at risk of developing peptic
ulceration and bleeding. Except for a prior history of serious Gl events and other
risk factors associated with peptic ulcer disease, such as alcoholism, smoking,
etc., no risk factors (e.g., age, sex) have been associated with increased risk.
Elderly or debilitated patients seem to tolerate ulceration or bleeding less well

and most spontaneous reparts of fatal Gl events are in this population. In consid-

ering the use of relatively large doses (within the recommended dosage range),
élljfficient benefit should be anticipated to offset the potential increased risk of
toxicity.
Precautions: DO NOT GIVE NAPROSYN® (NAPROXEN) CONCOMITANTLY WITH
ANAPROX® QR ANAPROX® DS (NAPROXEN SODIUM) SINCE THEY CIRCULATE IN
PLASMA AS THE NAPROXEN ANION. Acute interstitial nephritis with hematuria,
proteinuria, and nephrotic syndrome has been reported. Patients with impaired
renal function, heart faiture, liver dysfunction, patients taking diuretics, and the
elderly are at greater risk of overt renal decompensation. If this occurs, discon-
tinue the drug. Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function. Use caution in
patients with baseline inine cl less than 20 ml/minute. Use the low-
est effective dose in the elderly or in patients with chronic alcoholic liver disease
or cirrhosis. Borderline elevations of liver tests may occur in up to 15% of
patients. Elevations of SGPT or SGOT occurred in controlled trials in less than 1%
of patients. Severe hepatic reactions, including jaundice and fatal hepatitis, have
been reported rarely. If liver disease develops or if systemic manifestations occur
(e.g., eosinophilia or rash), discontinue therapy. If steroid dosage is reduced or
eliminated during therapy, do so slowly and abserve patients closely for adverse
effects, including adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initiai values of 10
grams or less who receive long-term therapy. Peripheral edema has been

reported. For patients with restricted sodium intake, note that each tablet con-

tains approximately 25 or 50mg (1 or 2 mEq) sodium. Use with caution in patients
with fluid retention, hypertension or heart failure. The drug may reduce fever and
inflammation, diminishing their di ic value. Conduct ic studies if
any change or disturbance in vision occurs. Information for Patients: Side
effects can cause discomfort and, rarely, more serious side effects, such as G
bleeding, may result in hospitalization and even fatal autcomes. Physicians may
wish ta discuss with patients potential risks and benefits of NSAIDs, particularly
when they are used for less serious ?nnditions where treatment without NSAIDs
may be ible. Patients should tion for activities requiring alertness
if they experience drowsiness, dizziness, vertigo or depression during therapy.
Laberatory Tests: Because serious Gl tract uiceration and bleeding can occur
without warning symptoms, follow chronically treated patients and inform them
of the importance of the follow-up. Brug Interactions: Use caution when giving
concomitantly with coumarin-type anticoagulants; a hydantoin, sulfonamide or
sufonylurea; furosemide; lithium; beta-blockers; probenecid; or methotrexate.
Drug/Laboratory Test Interactions: May decrease platelet aggregation and
prolang bleeding time or increase urinary values for 17-ketogenic steroids. Tempo-
rarily stop therapy for 72 hours before adrenal function tests. May interfere with
urinary assays of SHIAA. Carcinogenesis: A 2-year rat study showed no evi-
dence of carcinogenicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing Mothers: Avoid
use. Pediatric Use: Single doses of 2.5-5 mg/kg (as naproxen suspension), with
t(;tal daily dose not exceeding 15 mg/kg/day, are safe in children over 2 years
of age.

Adverse Reactions: In a study, Gl reactions were more frequent and severe in
rheumatoid arthritis patients on 1650 mg/day naproxen sodium than in those on
825 mg/day. In children with juvenile arthritis, rash and prolonged bleeding
times were more frequent, Gl and CNS reactions about the same, and other reac-
tions less frequent than in adults. Incidence Greater Than 1%, Probable Causal
Relationship: GI: The most frequent complaints related to the Gl tract: constipa-
tion>* heartburn;* abdominal pain;* nausea* dyspepsia, diarrhea, stomatitis. CNS:
head: il ioht. .

he* dizziness* light-headed! vertigo. D logi
itching {pruritus)* skin eruptions’ ecchymoses” sweating, purpura. Special
Senses: tinnitus* hearing disturb visual disturb Cardi lar:
edema;” dyspnea;* palpitations. General: thirst. *Incidence of reported reaction

3%-9%. Where unmarked, incidence less than 3%. Incidence Less Than 1%:
Probable Causal Relationship: GI: abnormal liver function tests, colitis, Gl bleed-
ing and/or perforation, hematemesis, jaundice, melena, peptic ulceration with
bleeding and/or perforation, vomiting. Renal: glomerular nephritis, hematuria,
hyperkalemia, interstitial nephritis, nephrotic syndrome, renal disease, renat fail-
ure, renal papillary necrosis. H logi locytosis, egsinophilia, granulo-
cytopenia, leukopenia, thrombocytopenia. CNS: depression, dream
abnormalities, inability to concentrate, insomnia, malaise, myalgia and muscle
k Dy logic: alopecia, ph itive dermatitis, skin rashes. Spe-
cial Senses: hearing impai Cardi : ive heart failure. Respi-
ratory: eosinophilic p itis. General: anap id reactions, |
disorders, pyrexia {chills and fever). Causal Relationship Unknown: Hematolagic:
aplastic anemia, hemolytic anemia. CNS: aseptic meningitis, cognitive dysfunc-
tion. Dermatologic: epidermal necrolysis, erythema multiforme, photosensitivity
reactions resembling porphyria cutanea tarda and epidermoiysis bullosa,
Stevens-Johnson syndrome, urticaria. Gl: non-peptic Gl ulceration, ulcerative
stomatitis. Cardiovascular: vasculitis. General: angioneurotic edema, hyper-
glycemia, hypoglycemia.
Overdoesage: May have i heartburn, indigestion, nausea, vomiting. A
few patients have had seizures. Empty stomach and use usual supportive meas-
ures. |n animals 0.5g/kg of activated charcoal reduced plasma levels of naproxen.
Dosage and Administration for Mild to Moderate Pain, Dysmenarrhea and
Acute Tendinitis and Bursitis: Recommended starting dose is 550 mg, fol-
lowed by 275 mg every 6 to 8 hours. Total daily dose should not exceed 1375 mg.
Dosage and Administration for Rheumateid Arthritis, Osteoarthritis and
Ankylosing Spondyfitis: Recommended dose in adults is 275 mg or 550 mg
twice daily. In patients who tolerate lower doses well, the dose may be increased
to 1650 mg per day for limited periods when a higher level of anti-inflammatory/

analgesic activity is required. At this dosage, physicians should observe suffi-

cient increased clinical benefits to offset potential increased risk.
Caution: Federal law prohibits dispensing without prescription.
See package insert for full Prescribing information.

#35 Revised /91
- 550 MG TABLETS 275 MG TABLETS

[®[swex | Anafifex DS Andiiox

SOMACA R daber " (NAPROXEN SODIUM)

©1992 Syntex Puerto Rico, Inc.

Encouragement

This message could be one of encourage-
ment to you and, perhaps, certain of your
patients.

Paget's disease of bone — not the rare
disease it was once thought to be — is
treatable in most cases. The earlier it is
detected the more responsive to treatment
it is likely to be. And detection can usually
be accomplished with a few simple, non-
invasive procedures.

Like many primary care physicians, you
may feel uncomfortable treating Paget's
disease because of little past experience. If
s0, write or call us for comprehensive, up-
to-date information about the disease and
its diagnosis and treatment. Alternatively,
ask for our extensive referral list of spe-
cialists.

You may be able to offer someone a new
lease on life. Or at least, encouragement.

The .
Paget’s Disease
Foundation, inc.

165 Cadman Plaza East, Brooklyn, New York 11201
(718) 596-1043 ® Fax (718) 802-1039
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HELP PREVENT
 HEART ATTACK
WITH A STROKE.

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

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

American Heart Association 0

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

323

BWNOVOLIN. 70/30

x
L
B
c
o
Z
o
>
o
<

70% NPH, Human Insulin
Isophane Suspension and

30% Regular, Human Insulin Injection
(recombinant DNA origin)

Combining Control
and Confidence

CONTROL

[ Premixed to provide rapid
onset and sustained duration

€-O: NuF ) DVENEGE

[l Premixed so patients don’t
have to mix for themselves

I Simple, B1.D. dosage

WARNING: ANY CHANGE IN INSULIN
SHOULD BE MADE CAUTIOUSLY AND
ONLY UNDER MEDICAL SUPERVISION.
Novoline is a trademark of Novo Nordisk A/S.

€ 1992 Novo Nordisk Pharmaceuticals Inc.
208-62 November 1992 Printed in US.A.



Now, for hypertension
Once-a-day

DILACOR XR

(diltiazem HCJ) a5

BRIEF SUMMARY

CONTRAINDICATIONS

Diltiazern hydrochloride is contraindicated in: (1) patients with sick sinus synd except in the p ofa

fmcllonmg \ren'lnculu pacemaker; (2) patients with second or third degree AV block except in the p presence of a
ker; (3) patients with hypotension (less than 80 mmHg s'muhc!‘ (4] panenls who

24-HOUR DELIVERY
FOR
24-HOUR
SECURITY

Preg y. Category C. Rep studies have been conducted in mice, rats, and rabbits. Administration of
doses rangmg from 4 to 6 times (depending on species| the upper limit of the optimum dosage range in clinical
trials {480 myg q.d. or 8 mg/kg 0.d. for a 60 kg patient) has resulted in embryo and fetal lethality. These studies
have revealed, in one species or anather, a propensity to cause abnormalities of the skeleton, heart, retina, and
tongue. Also observed were reductions in early individual pup weights and pup survival, prolonged delivery and

hm dernonslrarsd hvperserml\ﬂt\r to the drug; and {5) patients with acute and ¥
as do d by X-ray on admissé There are no well
nmas

1. Cardiac Conduction. Diltiazem h AV node refractory periods without significantly
prolonging sinus node recovery time, e:mpt in pa‘unnls with sick sinus syndrome. This effect may rarely resul
in abnormally slow heart rates (particularly in patients with sick sinus syndrome) or second, or uurd degree AV
block (22 of 10,119 patients, or 0.2%); 41% of these 22 patients were recei

i of stillbirths.

studies in pregnant women; fore, use dilti hydrochlorid
women only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers. Diltiazem is excreted in human mnlla One report suggests that conr.enumcns in breast milk

in

antagonists versus 17% of the total group. Concomitant use of diltiazem with “beta-blockers nr digitalis may
resull in additive effects on cardiac conduction. A patient with Prinzmetal’s angina developed periods of asystole
12 to 5 seconds| after a single 60 ma dose of diltiazem.
2. Congestive Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal tissue
preparations, hemodynamic studies in humans with normal ventricular function have not shown a reduction in
cardiac index nor consistent negative effects on contractility (dp/dt). An acute study of oral diltiazem in patients
with impaired ventricular function (ejection fraction of 24% + 6% showed improvement in indices of ventricular
function without significant decrease in contractile function 1dp’ﬂtl Wnrsunlnq of congestive heart failure has
been reported in patients with p of funct i with the use of dilti
arem hydrochloride in wmhlnmm with beta-blockers in patients with n-npmrad ventricular function is fimited.
Caution should be exercised when using this combination.
3. H ion. D in blood p
ally result in symptomatic hypotension.
4. Acute Hepatic Injury. Mild el of serum with and without concomitant elevation in
alkaline phosphatase and bilirubin have been observed in clinical studies. Such elevations were usually transient
and frequently resolved even with continued diltiazem treatment. In rare instances, significant elevations in alka-
line phosphatase, LDH, SGOT, SGPT, and other phenomena consistent with acute hepatic injury have been
noted. These reactions tended to occur early after therapy initiation (1 to & weeks) and have been reversible
upon discontinuation of drug therapy. The relationship to diltiazem is uncertain in some cases, but probable in
some others (see PRECAUTIONS),
PRECAUTIONS
General. Diltiazem hydrochloride is enensweiv rneiabehred by the liver and is excreted by the kidneys and in
bile. As with any drug given over prol d periods, | should be monitored at regular
intervals, The drug should be used with caution in patients with m!panred renal or hepatic function. In subacute
and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were associated with hep -
atic damage. In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats were associated
with the histological changes in the liver which were reversible when the drug was discontinued. In dogs.
20 mgkg were also iated with hepatic ch however, these changes were reversible with
continued dosing.
Dermatological events (se2 ADVERSE REACTIONS] may be transient and may disappear despite continued use of
diltiazem hydrochloride. However, skin eruptions progressing to erythema multiforme and/or exfoliative dermati-
1is have also been infrequently reported. Should a dermatologic reaction persist, the drug should be discontinued.
Although Dilacor XR" utifizes a slowly dluntaqraimg matnx. mluon should still be used in patients with preexist-
ing severe g ). There have been no reports of obstructive
symptoms in patients with known strictures in assouwcn with the ingestion of Dilacor XR*.
Information for Patients. Dilacor XR® capsules should be taken on an empty stomach. Patients should be cau-
tioned that the Dilacor XR* capsules should not be opened, chewed or crushed, and should be swallowed whole.
Drug | i Due to the p ial for additive eﬂects caution and careful titration are warranted in
patients receivi with any agents known to affect cardiac contractility
andior conduction (see WARNINGS] lemmloqlc studies indicate that there may be additive effects in pro-
longing AV conduction when using beta-blockers or digitalis cancomitantly with diltiazem hydrochloride (see
WARNINGSJ An mlh all druwu care should be exercised when treating patients with multiple medications.
Diltiazem F by cytoch P-450 mixed function oxidase. Co-adminis-
tration of diltiazem h\rdmchlnr!de with ather agents which follow the same route of biotransformation may result
in the competitive inhibition of metabalism. Dosages of similarly metabolized drugs, such as cyclosporin, partic-

1 with diltiazem hydrochloride therapy may occasion-

may approximate serum levels. If use of diltiazem | hioride is deemed I, an method of
infant feeding should be instituted,

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

ADVERSE

REACTIONS
Serious adverse reactions to diltiazem hydrochlaride have been rare in studies with other formulations, as well
as with Dilacor XR*. It should be recognized, however, that patients with impaired ventricular function and car-
diac conduction abnormalities have usually been excluded from these studies,
The most common adverse events (frequency 1% in placebo: lled, clinical b studies with
Dilacor XR* using daily doses up 1o 540 mg are listed in the table below with placebo—lmalsd patients included
for comparison.

MOST COMMON ADVERSE EVENTS
IN DOUBLE-BLIND, PLACEBO-CONTROLLED HYPERTENSION TRIALS*

Dilaw xR Placebo
Adverse Events n=87

(COSTART Term) # @Eb # pts (%)
rhinitis 29(9.6) 7(8.00

headache 27(89) 12 (138
pharyngitis 17 (5.6} &(46)
constipation 1113.6) 2(23)
cough increase 9430 2(23)
fiu syndrome 1423 1L
edema, peripheral T(23) 010.0
myalgia T123) 0(0.0)
diarrhea 6(2.0) 0(0.0)
vomiting 6(2.0) 01(0.0)
sinusitis 6{2.0) 11
asthenia 5(1.7) 010.01
pain, back 501.7) 2(23)
nausea 5(1.7) 11
dyspepsia 4(13) 0(0.0)
vasodilatation 4013 0(0.0)
injury, accident 4013 0(0.0)
pain, abdominal 3{1.00 0(0.01
arthrosis 3(1.0) 0(0.01
insomnia ino 0(0.01
dyspnea 3.0 010.0)
rash 301.0) 11
tinnitus a0 0(0.0)

*Adverse events occurring fn 1% or more of patients receiving Dilacor XR*.
The following additional events (COSTART Terms), listed by body system, were reported infrequently in all sub-

jects and hypertensive patients who received Dilacor XR® {n=425). Cardiovascular: First-degree AV block, arrhyth-
mia, postural hypotension, tachycardia, pallor, palpitations, phlebitis, ECG abnormality, ST elevation; Nervous
System: Vertigo, hypertonia, pursﬁhwa dmmm, somnolence; Chgasme System: Dry mauth, anorexia, tw\h
disorder, enmtmn Skin and A ing, urticaria, skin h hy (nevus); Resp

dlsolder Us i Swtam Cystitis, kidney calculus, impatence, dvsmenor
thea, vaginitis, prostate disease; Metabolic and Nmnnonal Dmoﬂlars Gout, edema; Musculoskeletal System:
Arthralgia, bursitis, bone pain; Hemic and Lymph Body as a Whole: Pain,

ularly those of low therapeutic ratio or in paumrs with renal and/or hepatic i iy require a f

Juabl reaction, neck pain, neck ngndmr. fever, chest pain, rnllusse, Smai Senses: Amblyopia (blurred

when starting or stopping conc istered diltiazem hydroch‘lnndelo

blood levels. i 5 vision), ear pain. - oA

Beta-Bloc! H lled and lled d 'stli est that itant i dilti OVERDOSAGE EXAGGERA RESPONSE

hylllochluri?;:nd m,hm:;, is usually well-tol bumm ) Gma,,:u nn;nrn e us\:nom:d:zl;r: Overdosage experience with oral diltiazem hydrochloride has been limited. The administration of ipecac to
sffeﬁs ut concomitant treatment |“ wm with left ventricular dysf or cardiac cond induce vomiting and activated charcoal o reduce drug absorption have been advocated as initial means of inter-
ties. Admi of di Iy v Jol ir! ﬁw normal vulunmrs mm vonlmvn In addition to gastric lavage, the following measures should also be considered:

in increased propranolol levels in all subjects and the bioavailability of p | was B dia: Administer atropine (0.60 to 1.0 mg. f there is no to vagal blockade, administer isopro-
50%. If combination therapy is initiated or withdrawn in conjunction with propranolol, an ad||.mlnu1| inthe pro- terenol cautiously.

pranolol dose may be warranted (see WARNINGS). AV Block: Treat as for bradycardia above. Fixed high-degree AV block should be treated with
Cimetidine: A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma levels cardiac pacing.

(58%} and area-under-the-curve (53%) after a 1- wuei: course of cimetidine at 1,200 mg per day and dllhaz&m 60 Cardiac FM Administer i P agems P or dot ine} and diureti

mg per day. Ranitidine produced smaller, effect may be mediated by ci 's Hy Vi le.g. d ot | bi

known inhibition of hnpau: cytochrome P-450, the enzyme system responsible for the first-pass metabolism of

Mtunj treatment and dosuge should depend on the severity of the clinical situation as well as the judgment and

diltiazem. Patients currently recefving diltiazem therapy should be carefully monitored for a change in p
logical effect when initiating and discontinuing therapy with cimetiding. An adjustment in the diltiazem dose
may be warranted.

Digitalis: Admini of dilti hydrochloride. with digoxin in 24 healthy male subjects increased plasma
digoxin 20%. Another i gator found no increase in digoxin levels in 12
patients with coranary anel\f disease. Since there have been conflicting results regarding the effect of digoxin
levels, it is recommended that digoxin fevels be monitored when initiating, adjusting, and discontinuing dilti-

azem hydrochloride therapy 1o avoid possible over- or under-digitalization (see WARNINGS).

Anesthatics: The deplewon of cardiac Dcmuac‘trimr. conductivity, and automaticity as well as the vascular dila-
tion i with may be p d by calcium channel blockers. When used concomitantly,
anesthetics and calcium channel blockers should be titrated carefully,

Carcinogenesis, Mutagenesis, Impairment of Fertility. A 24-month study in rats and an 18-month study in
mice showed no evidence of carcinogenicity. There was also no mutagenic respanse in vitra or fn vivo in mam-
malian cell assays of in vitro in bacteria. No evidence of impaired fentility was observed in male or female rats at
oral doses of up to 100 mg/ka/day.

wperience of the treating physi
Due to extensive metabolism, plasma concentrations after 3 uamfml dose of diltiazem can vary over tenfold,

which significantly limits their value in evaluating cases of
Charcoal hemoperfusion has been used successfully as an od]unm lherupytn hasten drug elimination. vadoses
with as much as 10.8 gm of oral diltiazem have been pp care,

CAUTION: FEDERAL (U.5.A.1 LAW PROHIBITS DISPENSING WITHOUT PRESCRiP'TION
Please see product circular for full prescribing information.

@ RHONE-POULENC RORER
RHONE-POULENC RORER PHARMACEUTICALS INC.

500 ARCOLA ROAD
COLLEGEVILLE, PA 19426

\aference: 1. Graney WF: Clinical experience with a once-daily, jed-release f lation of dilti in the

11993 Rhone-Poulenc Rorer Pharmaceuticals Inc,

of h ion. Am J Med 1992:93 (Suppl 2A): 565-645.
FC#83-021



Now, for hypertension
Once-a-day

DILACOR *

(diltiazem HCI) &

DILACOR XR effectively lowers blood pressure
for 24 hours in the majority of patients®

DILACOR XR offers the classic diltiazem safety
profile across the entire dosing range*

DILACOR XR now makes diltiazem a more
affordable option for hypertension®

Please see adjacent page for brief summary of prescribing information.

*Based on average wholesale price (approximate cost to the pharmacist) as listed in 1992 Drug Topics™ Red Book®
Update. Montvale, NJ, Medical Economics Co. Inc.; December 1992.




Baoethdcs

The critical questions

fall in the gray.

Announcing grants in
bioethics from The
Greenwall Foundation

With the promises of modern science come
moral dilemmas for us as medical professionals,
for patients and for society as a whole. We must
face questions as new as “who holds the patent to
genetically-engineered cells?” ... and as old as
“what s life?”

Funding crossesdisciplines

The Greenwall Foundation's Interdisciplinary
Program in Bioethics provides modest funding
for physicians, lawyers, philosophers,
economists, theologians and other professionals
to address issues in bioethics. The program
supports projects designed to provide guidance
for those engaged in decision-making at the
bedside as well as those responsible for shaping
institutional and public policy.

Whether you are interested in applied research
in bioethics, the development of educational
programs on ethical concerns, or contributing to

American Medical Association

Physicians dedicated to the health of America

the public discussion of medicoethical issues and
policy options, The Greenwall Foundation might
be able to help.

Make your application now
To apply for limited funding, send a letter
outlining:

* your project objectives and how you plan to
attain them

* asummary budget, specifying the amount
requested from the Foundation

« a statement of the qualifications of the project
director, and

* acopy of the sponsoring institution's annual
report with financial data.

Write to:

The Greenwall Foundation
Two Park Avenue (24th Floor)
New York, NY 10016

The next deadline for applications is August 1.




AUTHOR RESPONSIBILITY FORM

AUTHORSHIP RESPONSIBILITY, FINANCIAL DISCLOSURE, AND ASSIGNMENT OF COPYRIGHTY

Each author must read and sign (1) the statement on authorship responsibility; (2) the statement on financial disclosure; and (3) either
the statement on copyright transfer or the statement on federal employment. If necessary, photocopy this document to distribute to
coauthors for their signatures. Please return all copies to the address below.

1. Avthorship Responsibility

I certify that 1 have participated sufficiently in the conception
and design of this work and the analysis of the data (where
applicable), as well as the writing of the manuscript, to take
public responsibility for it. I believe the manuscript represents
valid work. 1 have reviewed the final version of the manuscript
and approve it for publication.

Author(s) Signature(s)

Neither this manuscript nor one with substantially similar con-
tent under my (our) authorship has been published or is being
considered for publication elsewhere, except as described in an
attachment.

Furthermore, 1 attest that I shall produce the data upon which
the manuscript is based for examination by the editors or their
assignees should they request it.

Date Signed

2. Financial Disclosure

I certify that 1 have no affiliation with or financial involvement
in any organization or entity with a direct financial interest in
the subject matter or materials discussed in the manuscript (eg,

Author(s) Signature(s)

employment, consultancies, stock ownership, honoraria), ex-
cept as disclosed in an attachment.

Any financial project support of this research is identified in an
acknowledgment in the manuscript.

Date Signed

3. Copyright

In compliance with the Copyright Revision Act of 1976, effec-
tive January 1, 1978, the American Medical Association (AMA),
in consideration of taking further action in reviewing and ed-
iting your submission, requests that each author sign a copy of
this form before manuscript review can proceed. Such signature
shall evidence the mutual understanding between the AMA and

Author(s) Signature(s)

the undersigned author(s) thereby transferring, assigning, or oth-
erwise conveying all copyright ownership, including any and all
rights incidental thereto, exclusively to the AMA.

In consideration of the action of the AMA in reviewing and
editing this submission, the author(s) undersigned hereby
transfer(s), or otherwise convey(s) all copyright ownership to
the AMA in the event that such work is published by the AMA.

Date Signed

US Federal Employees: If you are an employee of the US fed-
eral government, please sign the following statement: 1 was an
employee of the US federal government when this work was

Author(s) Signature(s)

conducted and prepared for publication; therefore, it is not pro-
tected by the Copyright Act and there is no copyright, thus own-
ership cannot be transferred.

Date Signed

Return the original signed form to Marjorie A. Bowman, MD, MPA, Editor, Archives of Family Medicine, Bowman Gray School
of Medicine, Medical Center Boulevard, Winston-Salem, NC 27157-1084. Retain one copy for your files. (Photocopies may be

made as needed.)
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Hurricane Andrew destroyed

more than homes.

Andrew blew away the practices of nearly
1000 physicians.

Offices and equipment were flattened,
patient and financial records were destroyed,
and carefully nurtured careers were shattered
... all in a matter of hours. Now, the mam-
moth task of rebuilding southern Florida

is underway.

Many of your Florida colleagues need help
fast—their losses go far beyond what can be
covered by insurance or government assis-
tance. At the same time, their patients’ need
for skilled care is at a critical high.

The Florida Medical Foundation/Hurricane
Relief Fund has been established to help the
physicians who were hardest hit in the recent

American Medical Association

Physicians dedicated to the health of America

disaster. Your tax-deductible contribution
will directly benefit colleagues who are
facing the challenge of a lifetime.

The American Medical Association joins the
Florida Medical Association in appealing for
your help. Send your contribution—or
volunteer your services—but don’t hesttate.
Act now.

There is much to do, and no time to lose.

Send contributions payable to: Florida
Medical Foundation, Hurricane Relief
Fund, PO Box 2411, Jacksonville, FL
32203. Or contact the Florida Medical
Association, 904 356-1571.
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OSYN'
(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
polzps Because anaphylactic reactions usually aceur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. It such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper G ulcers, gross bleeding or perforation appear to
occur in a proxlmalely 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulceration and bleedm%
Except for a prior history of serious Gl events and other risl
factors known to be associated with peptic vicer disease, such as
alcoholism, smoking, etc., no risk factors {e.g. age, sex) have
been associated with increased risk. Elderly or 3ebilitaied patients
seem to tolerate ulceration or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses {within the recom-
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN® (NAPROXEN CONCOMITANTLY WITH
ANAPROX® (NAPROXEN SOD OR ANAPRDX® DS
NAPROXEN SODIUM) SINCE THEY 80 H CIRCULATE IN PLASMA
S THE NAPROXEN ANION. a\cute interstitial nephrms with hema-
turia, proteinuria, and has been reported.
Patients with impaired renal luncnon heart failure. liver dystunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. f 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 elderty or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur i 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
ions occur (e.g.. hilia or rash), discontinue ther-
apy. If steroid dosage s reduced or eliminated during therapy, do
s0 slowly and observe patients closely for adverse effects. includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypenenston or heart failure. The
drug’s p! and antl ir may feduce
fever and i ish theu value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. infermation for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish 10 discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when lheg are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness.
vertigo or depression during therapy. Laboratory Tests: Because
seripus Gl tract ulceration and bleeding can occur 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; lithim; beta-blockers;
probenecid; or methotrexate. Drug/Laboratory Test Interactions:
The drug may platelet aggregation and prol oné]
time or increase urinary values for 17-ketogenic stercids. 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 m?/kg with total daily dose not exceeding 15
mo/kg/day. are safe in children over 2 years of age. Adverse
Reactions: In a study, G! reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
proionged 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:
GI: The most frequent complaints related to the Gl tract: constipa-
tion” heartburn; abdommal pain; nausea’ dyspepsia, diarrhea,
stomatitis. CNS: b + dizziness, " light-headed-
ness, vertigo. Dermatologic: itching {pruritus)’ skin eruptions,
ecchymoses; sweating, purpura. Special Senses: tinmtus hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
dyspnea’ d)alnllalmns General: thirst. incidence Less Than 1%
Probable Causal Relationship: Gl: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis, jaundice,
melena, peptic uiceration with bleeding and/oy perforation, vomit-
ing. Renat: glomerular neph hematuria, h inter-
stitial nephritis, nephlohc syndrome, renal disease, renal failure,
renal papillary necrosis. Hematologic: agranulocytosis, eosino-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscie weakness. Dermatologic: alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: eosinophilic pneumonitis. General: anaphylactoid
rear:tmns mens1rual dlsovders pyrexia (chills and fever). Causal
aplastic anemia, hemolytic
anemla CI(S aseptic meningitis, cogumve dysfunction. Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gl
non-peptic GI slomatms Cardi I
vasculitis. General: I ic edema, 1 I hypo-
May have i . heartburn, indiges-
lion, nausea, vommng A 1ew patients have had seizures. Emply
stomach and use usual supportive measures. In animals 0.5 %
of activated charcoal reduced plasma levels of naproxen. Caut
Federal law prohibits dispensing without prescription. See Dack
age insert for fult Prescribing Information.

*Incidence of reported reaction 3%-9%.
Where unmarked, incidence less than 3%.
U.S. patent nos. 3,904,682, 3,998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990




IN MANY CHRONIC ARTHRITIS PATIENTS

Expect Success
from the #1
Prescribed NSAID

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

Color-enhanced barium COM@S! study of stomact
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