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OXaprozin)zz:

Daylong Confidence. Proactive Control.

BRIEF SUMMARY— DAYPRO? {oxaprozin) 600-mg caplets

Before prescribing please see full prescribing information.

INDICATIONS AND USAGE: Daypro is indicated for the treatment of the signs and symp-
toms of OA and RA.

CONTRAINDICATIONS: Hypersensitivity to oxaprozin or any of its components or in indi-
viduals with the complete or partial syndrome of nasal polyps, angioedema, and bron-
chospastic reactivity to aspirin or other nonsteroidal anti-inflammatory drugs (NSAIDs).
Severe and occasionally fatal asthmatic and anaphylactic reactions have been reported in
patients receiving NSAIDs, and there have been rare reports of anaphylaxis in patients
taking oxaprozin.

WARNINGS: RISK OF GASTROINTESTINAL (Gl) ULCERATION, BLEEDING, AND PERFO-
RATJON WITH NONSTEROIDAL ANTHINFLAMMATORY DRUG THERAPY: Serious gastro-
intestinal toxicity, such as bleeding, ulceration, and perforation, can occur at any time,
with, or without warning symptoms, in patients treated with NSAIDs. Although minor
upper gastrointestinal problems, such as dyspepsia, are common, 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 clinical trials for several months to 2 years, symptomatic upper Gl
ulcers, gross bleeding, or perforation appear to occur in approximately 1% of patients
treated for 3 to 6 months, and in about 2% to 4% of patients treated for 1 year. Physicians
should inform patients about the signs and/or symptams of serious Gl toxicity and what
steps to take if they occur. Patients at risk for developing peptic ulceration and bieeding
are those with a prior history of serious Gl events, alcoholism, smoking, or other factors
known to be associated with peptic ulcer disease. Elderly or debilitated patients seem to
tolerate ulceration or bleeding less well than other individuals, and most spontaneous
reports of fatal Gl events are in these populations. Studies to date are inconclusive con-
cerning the relative risk of various NSAIDs in causing such reactions. High doses of any
NSAID probably carry a greater risk of these reactions, and substantial benefit should be
anticipated to patients prior to prescribing maximal doses of Daypro.

PRECAUTIONS: General: Hepatic effects: As with other NSAIDs, borderline elevations of
one or more liver tests may occur in up to 15% of patients. These abnormalities may
progress, remain essentially unchanged, or resolve with continued therapy. The SGPT
(ALT) test is probably the most sensitive indicator of liver dysfunction. Meaningful (3 times
the upper limit of normal) elevations of SGOT (AST) occurred in controlled clinical trials
of Daypro in just under 1% of patients. A patient with symptoms and/or signs suggesting
liver dysfunction or in whom an abnormal liver test has occurred should be evaluated for
evidence of the development of more severe hepatic reaction while on therapy with this
drug. Severe hepatic reactions including jaundice have been reported with Daypro, and
there may be a risk of fatal hepatitis with oxaprozin, such as has been seen with other
NSAIDs. Although such reactions are rare, if abnormal liver tests persist or worsen, clin-
ical signs and symptoms consistent with liver disease develop, or systemic manifestations
occur (eosinophilia, rash, fever), Daypro should be discontinued. Well-compensated
hepatic cirrhosis does not appear to alter the disposition of unbound oxaprozin, so dosage
adjustment is not necessary. However, the primary route of elimination of oxaprozin is
hepatic metabolism, so caution should be observed in patients with severe hepatic dys-
function. Renal effects: Acute interstitial nephritis, hematuria, and proteinuria have been
reported with Daypro as with other NSAIDs. Long-term administration of some NSAIDs
to animals has resulted in renal papillary necrosis and other abnormal renal pathology.
This was not observed with oxaprozin, but the clinical significance of this difference is
unknown. A second form of renal toxicity has been seen in patients with preexisting con-
ditions leading to a reduction in renal blood flow, where the renal prostaglandins have a
supportive role in the maintenance of renal perfusion. In these patients administration of
an NSAID may cause a dose-dependent reduction in prostaglandin formation and may
precipitate overt renal decompensation. Patients at greatest risk of this reaction are those
with previously impaired renal function, heart failure, or liver dysfunction, those taking
diuretics, and the elderly. Discontinuation of NSAID therapy is often followed by recov-
ery to the pretreatment state. Those patients at high risk who chronically take oxaprozin
should have renal function monitored if they have signs or symptoms that may be con-
sistent with mild azotemia, such as malaise, fatigue, or loss of appetite. As with all NSAID
therapy, patients may occasionally develop some elevation of serum creatinine and BUN
levels without any signs or symptoms. The pharmacokinetics of oxaprozin may be sig-
nificantly altered in patients with renal insufficiency or in patients who are undergoing
hemodialysis. Such patients should be started on doses of 600 mg/day, with cautious
dosage increases if the desired effect is not obtained. Oxaprozin is not dialyzed because
of its high degree of protein binding. Like other NSAIDs, Daypro may worsen fluid reten-
tion by the kidneys in patients with uncompensated cardiac failure due to its effect on
prostaglandins. It should be used with caution in patients with a history of hypertension,
cardiac decompensation, in patients on chronic diuretic therapy, or in those with other
conditions predisposing to fluid retention. Photosensitivity: Oxaprozin has been associ-
ated with rash and/or mild photosensitivity in dermatologic testing An increased inci-
dence of rash on sun-exposed skin was seen in some patients in the clinical trials. Recom-
ing: Because serious Gl tract ulceration and bleeding can occur
without warning symptoms, physicians should follow chronically treated patients for the
signs and symptoms of ulceration and bleeding and should inform them of the impor-
tance of this follow-up (see Warnings). Anemia may occur in patients receiving oxapro-
zin or other NSAIDs. This may be due to fluid retention, gastrointestinal blood loss, or an
incompletely described effect upon erythrogenesis. Patients on long-term treatment with
Daypro should have their hemoglobin or hematocrit values determined at appropriate
intervals as determined by the clinical situation. Oxaprozin, like other NSAIDs, can affect
platelet aggregation and prolong bleeding time. Daypro shouid be used with caution in
patients with underlying hemostatic defects or in those who are undergoing surgical pro-
cedures where a high degree of hemostasis is needed. Information for patients: Daypro,
like other drugs of its class, nonsteroidal anti-inflammatory drugs (NSAI(Ds), is not free of
side effects. The side effects of these drugs can cause discomfort and, rarely, sericus side
effects, such as gastrointestinal bleeding, which may result in hospitalization and even
fatal outcomes. NSAIDs are often essential agents in the management of arthritis, but they
may also be commonly employed for conditions that are less serious. Physicians may
wish to discuss with their patients the potential risks (see Warnings, Precautions, and
Adverse Reactions) and likely benefits of Daypro treatment, particularly in less-serious
conditions where treatment without Daypro may represent an acceptable alternative to
both the patient and the physician. Patients receiving Daypro may benefit from physician
instruction in the symptoms of the more common or serious gastrointestinal, renal,

DAYPRO? {oxaprozin) 600-mg caplets

hepatic, hematolegic, and dermatologic adverse effects. Labaoratory test interactions:
False-positive urine immunoassay screening tests for benzodiazepines have been reported
in patients taking Daypro. This is due to lack of specificity of the screening tests. False-
positive test results may be expected for several days following discantinuation of
Daypro therapy. Confirmatory tests, such as gas chromatography/mass spectrometry, will
distinguish Daypro fram benzodiazepines. Drug interactions: Aspirin: Concomitant admin-
istraticn of Daypro and aspirin is not recommended because oxaprozin displaces saiicy-
lates from plasma protein binding sites. Coadministration would be expected to increase
the risk of salicylate toxicity. Oral anticoaquiants: The anticoagulant effects of warfarin
were not affected by the coadministration of 1200 mg/day of Daypro. Nevertheless,
caution should be exercised when adding any drug that affects platelet function to the
regimen of patients receiving oral anticoagulants. Ha>-receptor antagonists: The total body
clearance of oxaprozin was reduced by 20% in subjects who concurrently received ther-
apeutic doses of cimetidine or ranitidine; no other pharmacokinetic parameter was
affected. A change of clearance of this magnitude lies within the range of normal varia-
tion and is unlikely to produce a clinically detectable difference in the cutcome of therapy.
Beta-biockers: Subjects receiving 1200 mg Daypro qd with 100 mg metoprolo! bid exhib-
ited statistically significant but transient increases in sitting and standing blood pressures
after 14 days. Therefore, as with all NSAIDs, routine blood pressure monitoring should
be considered in these patients when starting Daypro therapy. Other drugs: The c¢oad-
ministration of oxaprozin and antacids, acetaminophen, or conjugated estrogens resulted
in no statistically significant changes in pharmacokinetic parameters in single- and/or mul-
tiple-dose studies, The mteractlon of oxaprozm with lithium and cardiac glycosides has
not been studied. Carcinag; genesis, impairment of fertility: In oncogenicity
studies, oxaprozin administration for 2 years was associated with the exacerbation of liver
neoplasms (hepatic adenomas and carcinomas) in male CD mice, but not in female CD
mice or rats. The significance of this species-specific finding to man is unknown. Oxa-
prozin did not display mutagenic potential. Results from the Ames test, forward mutation
in yeast and Chinese hamster ovary {(CHO) cells, DNA repair testing in CHO cells, micro-
nucleus testing in mouse bone marrow, chromosomal aberration testing in human lym-
phocytes, and cell transformation testing in mouse fibroblast all showed no evidence of
genetic toxicity or celi-transforming ability. Oxaprozin administraticn was not associated
with impairment of fertility in male and female rats at oral doses up to 200 mg/kg/day
{1180 mg/m2); the usual human dose is 17 mg/kg/day {629 mg/m2). However, testicular
degeneration was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to
3000 mg/m2} of oxaprozin for 6 months, or 37.5 mg/kg/day for 42 days, a finding not con-
firmed in other species. The clinical relevance of this finding is not known. Pregnancy:
Teratogenic Effects—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 abnormalities were
observed at 50 to 200 mg/kg/day of oxaprozin (225 to 900 mg/m2). However, in rabbits,
infrequent malformed fetuses were observed in dams treated with 7.5 to 30 mg/kg/day of
oxaprozin (the usual human dosage range). Oxaprozin should be used during pregnancy
only if the potential benefits justify the potential risks to the fetus. Labor and delivery:
The effect of axaprozin in pregnant women is unknown. NSAIDs are known to delay par-
turition, to accelerate closure of the fetal ductus arteriosus, and to be associated with dys-
tocia. Oxaprozin is known to have caused decreases in pup survival in rat studies. Accord-
ingly, the use of oxaprozin during late pregnancy should be avoided. Nursing mothers:
Studies of oxaprozin excretion in human milk have not been conducted; however, oxa-
prozin was found in the milk of lactating rats. Since the effects of oxaprozin on infants
are not known, caution should be exercised if oxaprozin is administered to nursing
women. Pediatric use: Safety and effectiveness of Daypro in children have not been estab-
lished. Geriatric use: No adjustment of the dose of Daypro is necessary in the elderly for
pharmacokinetic reasons, although many elderly may need to receive a reduced dose
because of low body weight or disorders associated with aging. No significant differences
in the pharmacokinetic profile for oxaprozin were seen in studies in the heaithy 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 elderly are likely to tolerate
adverse reactions less well than younger patients.

ADVERSE REACTIONS: The most frequently reported adverse reactions were related to
the gastrointestinal tract. They were nausea (8%) and dyspepsia (8%). INCIDENCE
GREATER THAN 1%: In clinical trials the following adverse reactions occurred at an inci-
dence greater than 1% and are probably related to treatment. Reactions occurring in 3%
to 9% of patients treated with Daypro are indicated by an asterisk(*); those reactions
occurring in less than 3% of patients are unmarked. Abdominal pain/distress, ancrexia,
constipation*, diarrhea*, dyspepsia*, flatulence, nausea*, vomiting, CNS inhibition
(depression, sedation, somnolence, ar confusion), disturbance of sleep, rash* tinnitus,
dysuria or frequency. INCIDENCE LESS THAN 1%: Probable causal relati p: The fol-
lowing adverse reactions were reported in clinical trials or from worldwide marketing
experience at an incidence of less than 1%. Those reactions reported only from world-
wide marketing experience are in jtalics. The probability of a causal relationship exists
between the drug and these adverse reactions: Drug hypersensitivity reactions including
anaphylaxis and serum sickness, edema, blood pressure changes, peptic ulceration and/or
Gl bleeding {see Warnings), liver function abnormalities including hepatitis (see Precau-
tions), stomatitis, hemorrhoidal or rectal bleeding, pancreatitis, anemia, thrombocyto-
penia, leukopenia, ecchymoses, agranulocytosis, pancytopenia, weight gain, weight loss,
weakness, malaise, symptoms of upper respiratory tract infection, pruritus, urticaria,
photosensitivity, pseudoporphyria, exfoliative dermatitis, erythema multiforme, Stevens-
Johnson syndrome, toxic epidermal necrolysis (Lyelf’s syndrome), blurred vision, con-
junctivitis, acute interstitial nephritis, hematuria, renal insufficiency, acute renal failure,
decreased menstrual flow. Causal refationship unknown: The following adverse reactions
occurred at an incidence of less than 1% in clinical trials, or were suggested from mar-
keting experience, under circumstances where a causal relationship could not be definitely
established. They are listed as alerting information for the physician: Palpitations, alter-
ation in taste, sinusitis, pulmonary infections, alopecia, hearing decrease, increase in
menstrual flow.

DRUG ABUSE AND DEPENDENCE: Daypro is a non-narcotic drug. Usually reliable anlmal
studies have indicated that Daypro has nc known addiction potential in humans.
OVERDOSAGE: No patient experienced either an accidental or intentional overdosage of
Daypro in the clinical trials of the drug. Symptoms following acute overdose with other
NSAIDs are usually limited to lethargy, drowsiness, nausea, vomiting, and epigastric pain
and are generally reversible with supportive care. Gastrointestinal bleeding and coma
have occurred following NSAID overdose. Hypertension, acute renal failure, and respira-
tory depression are rare. Patients should be managed by symptomatic and supportive care
following an NSAID overdose. There are no specific antidotes. Gut decontamination may
be indicated in patients seen within 4 hours of ingestion with symptoms or following a
large overdose (5 to 10 times the usual dose). This should be accomplished via emesis
and/or activated charcoal (60 to 100 g in adults, 1 to 2 g/kg in children) with an osmotic
cathartic. Forced diuresis, alkalization of the urine, or hemoperfusion would probably not
be useful due to the high degree of protein binding ¢f oxaprozin.

See package insert for complete prescribing information.
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thanks to the new Archives of Family Medicine abstracts, review full tables of contents, and more.

World Wide Web site, now is just a click away. Whether you need instant information or
Locating practical clinical information want to make better use of your printed journal,

has never been you'll find
casiee. Or faster http:/ /www.ama-assn.org our Website
Pinpoint current just what you

and past Archives CLICK ON ARCHIVES JOURNALS TODAY ordered.




PRIMARY CARE
DERMATOLOGY

64 highly acclaimed specialists
guide you, step-by-step, to the
accurate diagnosis and effective
treatment of commonly
encountered skin disorders.
Abundantly illustrated!

Edited by Kenneth A. Amdt, MD, Bruce U.
Wintroub, MD, June K. Robinson, MD, and
Philip E. LeBoit, MD; with 57 contributors. July
1997. 335 pp. 234 ills. (125 full-color plates). Soft
cover. 549.95. Order #W6096-7.

RHEUMATOLOGY IN
PRIMARY CARE

Provides the guidelines you need
to take a history, conduct a physi-
cal examination, order laboratory
investigations and imaging proce-
dures, and prescribe treatment for
rheumatic disorders.

By Juan ]. Canoso, MD, FACP. Feb. 1997

382 pp. 137 figs., 133 tables. $45.00
Order #W6080-0.

INSTRUCTIONS FOR
PATIENTS: Spanish Version

“Succinct and written in a style the
patient can readily comprehend.”
(The [nl. of the Amer. Board of
me'!y Prac., rev. of 5th Ed. of English
Version) Improve communications
with your Spanish-speaking
patients by photocopying and
personalizing these handy
guidelines.

By the late H. Winter Griffith, MD. July 1997.

566 pp. lustd. Soft cover, 3-hole punched and
perforated. $49.95. Order #W6997-2,

BASIC CANCER MEDICINE

Here's fast, convenient access to
essential guidance on cancer man-
agement. Four sections address
fundamental cancer topics, indi-
vidual types of cancer, newer
management approaches, and
frequently used cancer drugs.

By Maurie Markman, MD. june 1997. 147 pp.
Soft cover. $35.00. Order #W5824-5.

GYNECOLOGY FOR
THE PRIMARY CARE
PROVIDER

This practical resource offers in-
depth guidance for diagnosing,
treating, and managing a full
range of common gynecologic
problems —from contraception
and amenorrhea...to menopause,
and much more.

Edited by Scott Ransom, DO, FACOG, FACS,
CHE, and S. Gene McNeeley, MD, FACOG.

With 22 contributors. Mar. 1997, 304 pp. 77 tables,
49 figs. $45.00. Order #W6433-4.

OPHTHALMOLOGY FOR
PRIMARY CARE

Here's expert guidance for evalu-
ating and managing common eye
disorders, diseases, and injuries.
Each chapter examines anatomy
* epidemiology * signs and
symptoms ¢ examination tech-
niques ®* management * referral
® and more!

By Gloria Wu, MD. July 1997. 216 pp. 260 ills.

(73 full-color plates), Soft cover. $35.00
Order #W5078-3.
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Call W.B. Saunders %r
Company toll-free

1-800-545-2522

(8:30-7:00 Eastern Time) to order!
Be sure to mention DM#41856.
Or mail coupon to address below.

? YES! piease rush my copy of

the book(s) checked below. If not com-
pletely satisfied, | may return the book(s)
with the invoice within 30 days at no
further obligation.
WE096-7 Arndt ef al. $49.95
W6080-0 Canoso $45.00
WE997-2 Griffith $49.95
W5824-5 Markman $35.00
W6433-4 Ransom & McNeeley $45.00
W5078-3 Wu $35.00
Also send:
W2859-1 Dorland's Illlustrated Medical
Dictionary, 28th Edition $43.00.
Bill me later Check enclosed
MC AmEx

Card # Sa ol /

I VISA

B

Add the applicable sales tax for your area; Prepaid orders save
shipping. Make checks payable to W.B. SAUNDERS COMPANY.
Staple this to your purchase order to expedite delivery.

Name _
Address
City
State
Zip

Telephone | __ .}

©W.B. SAUNDERS COMPANY 1397, Professional references
may be lax-deductible. Offer valid in USA only. Prices subject fo
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W.B. SAUNDERS COMPANY

A Division of Harcourt Brace & Company
Order Fulfillment Department
6277 Sea Harbor Drive, Orlando, Florida 32887-4430




Take A Closer Look

At the issues affecting your practice,
your patients, your future.

Events and trends that directly influence your practice,
your patients, and ultimately your future are unfolding
rapidly — the effort to restructure Medicare and
Medicaid, for example, and the effect of managed care
on the practice of medicine in your region and specialty.

Every week, American Medical News takes a closer look

at these and similar issues, and reports them in a concise,
organized fashion. We make it easy for physicians to stay
informed of the daily events that greatly affect their world.

Take a closer look at American Medical News and the
issues that influence your success. Give us a call at
800-AMA-2350 to order your subscription today!

American Medical

NEWS

http://www.ama-assn.org




Physician
Practice

Management

Physician practice management companies are
becoming an appealing option for a growing number
of practitioners.

But there are both advantages and challenges
you should be aware of before you sign with a practice
management company.

Get the expert view from the
American Medical Association.
Physician Practice Management Companies: What You
Need to Know helps explain all facets of this burgeoning
new practice management environment alternative.
Written by experts with experience working with
both physicians and management groups, Physician
Practice Management Companies gives you unbiased,
up-to-date, and essential information:
* how to evaluate whether affiliation is right
for your practice
e a historical view of the practice management
company industry, and a look to the future
® a close look at the pros and cons of affiliation
e how to identify candidates for affiliation
e a step-by-step guide of the transaction process
e insight into how Wall Street views these firms

Physician Practice Management Companies gives you the
information you need to make an informed decision.

Order today—without risk!
Call 800 621-8335.

Priority Code ADT

Order #: OP316696ADT
AMA member price: $29.95
Nonmember price: $39.95

Mastercard, VISA, American
Express, and Optima accepted.
State sales taxes and shipping/
handling charges apply.

If for any reason you are not pleased with your
purchase after 30 days, simply return the book for
a prompt and courteous refund.

Visit the AMA on-line at http.//www.ama-assn.org.
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Wek itq,- ou anc
Your Patients Can Use

at http:/ /www.infoseek.com.

AMA scientific news is spotlighted
on Infoseek, the comprehensive
web search engine. Seek and find

A trusted source for quality medical information
In today’s evolving health care environment, patients want to be as informed
as possible about their own, and their family’s, medical care.

AMA Health Insight, the consumer branch of the award-winning American
Medical Association (AMA) web site, provides an invaluable public service
by offering immediate, up-to-date medical information for you and your
patients that meets the AMA’s standards of quality and excellence.

What can you find on AMA Health Insight?

« Patients can improve their own health and nutrition by linking to the
interactive modules in “Your Health” Create an ongoing personal/family
health history; have a fun and informative visit to the “Human Atlas” to
discover facts about the human body; and locate everything from first-aid
tips to healthy gourmet recipes from famous chefs.

» Health care professionals and the public can learn more about women’s
and adolescents’ health issues. And discover the latest scientific and clinical
advances on specific conditions like asthma and migraine with high-quality
content produced by top authorities.

Log on today to the AMA!
And put the power of medical knowledge and information at
your fingertips.

American Medical Association
Physicians dedicated to the health of America
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Announcing

The American Medical Association

Morris
Fishbein
" Fellowship

July 1, 1998, through
June 30,1999

Applications are now being taken for the Morris Fishbein Fellowship in Medical Editing sponsored
by the American Medical Association. Physicians interested in making a substantial commitment
to medical editing are invited to apply for this full-time, one-year fellowship program.

Work With JAMA
The successful candidate will work with the
1 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 candidate will be proficient in
manuscript review and selection, issue makeup,
copy editing and styling, art and layout of
articles, and issue planning and managing, in
addition to the many other elements of journal
publication. He/she will also become familiar
with electronic publishing.

Editing and Writing

The candidate must have proven writing ability
at the time of application, since 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.

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

Application Forms

For an application form, please write to

Richard M. Glass, MD, Deputy Editor,

The Journal of the American Medical Association,
515 N State St, Chicago, IL 60610 (or Fax: 312
464-5824)

Deadline for Applying

Completed applications should be forwarded as
soon as possible and must be received no later
than December 19, 1997.

American Medical Association

Physicians dedicated to the health of America
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Introducing the full text and graphics of JAMA &
Archives Journals on CD-ROM. Mine a wealth of
medical information from 10 of the world’s most
respected journals right on your computer.

Complete content including full text and graphics:

* 1995 Archival Disk $150

* 1996 Archival Disk $150

Familiar, browsable format

Search software by OVID Technologies, Inc.

MEDLINE Reference Links and 5-Year Abstracts

5-Year JAMA & Archives Index

Print/Save—print full text and graphics, save text as ASCII file
Windows version

(Call for institutional and foreign rates)

To order by phone, call:
-2350

1-800-AMA
Fax: 312-464-5831
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CARDIZEM €D

SHGSQg~ nay (diltiazem HCl)190-,180-, 240-, 300-mg Capsules

DAY

Brief 'ummar;; of
Prescfibing Information as of December 19954
CARDIZEM® CD
Ldilﬂa m HCI)

apsul

CONTRAINDICATIONS

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the presence of a
functioning ventricular pacemaker, :2? patients with second- or third-degree AV block except in the
presence of a functioning ventricular pacemaker, (3) patients with hygateﬂsion less than 90 mm Hg
systalic), (4) Patienls who have demonstrated hypersensitivity to the drug, and (S) patients with acute
myocardial tion and pul y congestion documented by x-ray on admission.

WARNINGS

1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without significantly prolonging
sinus node recovery time, except in patients with sick sinus syndrome. This effect may rarely result in
abnermally slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-
degree.AV block ga of 3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or
digitalis’ rpu::jy result in additive effects on cardiac conduction. A patient with Prinzmetal's angina devel-
oped periods of asystole (2 to 5 seconds) after a single dose of 60 mg of diltiazem. (See ADVERSE
REACTIONS section.)

2 Congestive Heart Failure. Although diltiazem has a negative inotropic etfect 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 r‘aiecu‘on fraction 24% + 6%) showed
improvement in indices of ventricular function without significant decrease in contractile function

(dp/dt), Worsening of congestive heart failure has been reported in patients with preexisting impair-

ment of ventricular function. Experi with the use of CARDIZEM (diltiazem hydrochloride) in

combination with beta-blockers in patients with impaired ventricular function is limited. Caution
should be exercised when using this combination.

Hypotension. Decreases in biood pressure associated with CARDIZEM therapy may occasionally

result in sym;:tomat'u: hypotension,

. Acute Hepatic Injury. Mild elevations of transaminases 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, signifi-
cant elevations in enzymes such as alkaline 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 8 weeks) and have been reversible upon discontinuation of dru%;hamgﬁ. The
refationship to CARDIZEM Is uncertain in some cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS

General

CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys
and in bile. As with any drug given over prolonged periods, laboratory parameters of renal and hepatic
function should be monitored at regular intervals. The drug should be used with caution in patients with
impaired renal or hepatic function. In subacute and chronic dog and rat studies designed to produce
toxicity, high doses of diltiazem were assoclated with hepatic damage. In special subacute hepatic
studies, oral doses of 125 m%ﬂ(g and higher in rats were associated with histological changes in the liver
which were reversible when the drug was discontinued. In dogs, doses of 20 mg/kg were also associated
with hepatic changes; however, these changes were réversible with continued dosing.

Dermatological events (see ADVERSE REACTIONS section) may be transient and may disarpsar despite
continued use of CARDIZEM. However, skin eruplions progressing to erythema mulliforme andfor
exfoliative dermatitis have also been infrequently reported. Should a dermatologic reaction persist, the
drug should be discontinued.

B oW

Drug Inferactions
Due 1o the potential for additive effects, caution and careful titration are warranted in patients receiving
CARDIZEM concomitantly with other agents known to affect cardiac contractility and/or conduction. (See
WARNINGS.) Pharmacologic studies indicate that there may be additive effects iwrolonuinq AV conduc-
tion when using beta-blockers or digitalis concomitantly with CARDIZEM. (See WARNINGS.
As with all drugs, care should be exercised when treating patients with multiple medications. CARDIZEM

d biotranst tion by cytoch P-450 mixed function oxidase. Coadministration of
_GRRE_!TIEM_mlh other agents which follow the same route of biotransformation may result in the compet-
itive inhibition of metabolism. Especially in patients with renal and/or hepatic impairment, dosages of
similarly metabolized drugs, particularly those of low therapeutic ratio, may require adjustment when
starting or stopping concomitantly administered diltiazem to maintain optimum therapautic blood levels,
Beta-blockers. Controlled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM
and beta-blockers is usually well tolerated, but available data are not sufficient to predict the effects of
concomitant treatment in patients with left ventricular defunction or cardiac conduction abnormalities.

|

Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with propranolol in five normal
volunteers resulted in increased propranolol levels in all subjects and bioavailability of propranolol was
Increased approximately 50%. In vitro, propranolol appears to be displaced from its binding sites by dilti-
azem. If bination therapy is initiated or withdrawn in conjunction with propranolol. an"adjustment in
the propranolol dose may be warranted. (See WARNINGS.)

Cimetidine. A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma
levels (58%) and area-under-the-curve {SS%dl after a 1-week course of cimetidine at 1200 mg per day
and a single dose of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect
may be mediated by cimetidine's known inhibition of hepatic cytochrome P-450, the enzyme system
responsible for the first-pass metabolism of diltiazem. Patients currently receving diltiazem therapy
should be carefully monitored for a change in pharmacological effect when initiating and discontinuing
therapy with cimetidine. An adjustment in the diltiazem dose may be warranted,

Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma
digoxin concentrations approximately 20%. Another investigator found no increase in digoxin levels in 12
patients with coronary artery disease. Since there have been conflicting results ing the effect of
digoxin levels, it is recommended that digoxin levels be monitored when initiating, a 'ustlng. and discon-
tinuing CARDIZEM therapy to avoid possible over- or under-digitalization. (See hﬁthG )

Amtg_ sthetics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular
dilation associated with anesthetics may be potentiated by calcium channel blockers. When used
concomitantly, anesthetics and calcium blockers should be titrated carefully.

Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed
during studies involving renal and cardiac transplant patients. In renal and cardiac transplant recipients,
a reduction of cyclosporine dose ranging from 15% to 48% was necessary to maintain cyclosporine
trough concentrations similar to those seen prior to the addition of diltiazem, If these agents are to be
administered concurrently, cyclosporine concentrations should be monitored, especially when diltiazem
therapy is initiated, adjusted, or discontinued.

The efiect of cyclosporine on diltiazem plasma concentrations has not been evaluated.

Carbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported to result
in elevated serum levels of carbamazepine (40% to 72% increase), resulting in toxicity in some cases.
Patients receiving these drugs concurrently should be monitored for a potential drug interaction,

A 24-month study in rats at oral dosage levels of u 0 mg/kg/day and a 21-month study in mice at oral
dosage levels of up to 30 ay showed no evidence of m'mﬁﬂiﬁ% There was also no mutagenic
response in vitro or in vivo in mammalian cell assays or in vitro in bacteria. No evidence of impaired fertility
was observed in a study performed in male and female rats at oral dosages of up to 100 mi Y.

Category E Reproduction studies have been conducted in mice, rats, and rabbits. Administration of
doses ranging from five to ten times greater Son a mg/kg basis) than the daily recommended therapeutic
dose has resulted in embryo and fetal lethality. These doses, in some studies, have been reported to
cause skeletal abnormalities. In the perinatal/postnatal studies, there was an increased Incidence of still-
births at doses of 20 times the human dose or greater.

There are no well-controlled studies in pregnant women; therefore, use CARDIZEM in pregnant women
only if the potential benefit justifies the potential risk to the fetus.

Diltiazem |s excrated in human milk. One report suggests that concentrations in breast milk may approx-
inr'lbatamsg:uim ’Iﬁvuglesd If use of CARDIZEM is deemed essential, an alternative method of infant feeding
shoul ns! 1

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS

Serious adverse reactions have been rare in studies carried out to date, but it should be recognized that
patients with impaired ventricular function and cardiac conduction abnormalities have usually been
excluded from these studies.

The following table presents the most common adverse reactions reported in placebo-controlled angina
and hypertension trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients

shown for comparison.
CARDIZEM CD Capsule Placebo-Controlled Angina and Hypertension Trials Combined
Cardizem CD Placebo
Adverse Reactions (n=607) (n=301)
Headache 54% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 26% 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 cipsulss involving
over 3200 patients, the most common events (ie, greater than 1%) were edema ( .E%&; headache
4.6%), dizziness (3.5%), asthenia (2.6%), first-degree AV block (2.4%), bradycardia (1.7%). flushing
1.4%), nausea ll't,d%}. and rash (1.2%).
tn' ? ition, the following events were reported infrequently (less than 1%) in angina or hypertension
M5,
Cardiovascular: Angina, arrhythmia, AV block ( d- or third-degree), bundle branch block, conges-
tel:te heatr;eeia'rlura. CG abnormalities, hypotension, palpitations, syncope, tachycardia, ventricular
rasystoles
Nervous System: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia,
nervousness, paresthesia, personality change, somnolence, tinnitus, tremor
Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia, mild elevations of
SGOT, SGPT, LDH, and alkaline phosphatase (see hepatic wamings?‘ thirst, vomiting, weight increase
Bnm'lalalnglcal: Petechiae, photosensitivity, pruritus, urticaria
Other. Amblyopia. CPK increase, dyspnea, epistaxis, eye irritation, hyperglycemia, hyperuricemia,
impotence, muscle cramps, nasal congestion, nocturia, ostecarticular pain, polyuria, sexual difficulties
The following postmarketing events have been reported infrequently in patients receiving CARDIZEM:
allergic reactions, alopecia, angioedema (including facial or periorbital edema), asystole, erythema multi-
forme (including Stevens-Johnson syndrome, toxic epidermal necrolysis), exfoliative dermatitis,
extrapyramidal symptoms, gingival hyperplasia, hemolytic anemia, increased bleeding time, leukopenia,
purpura, retinopathy, and thrombocytopenia. In addition, events such as myocardial infarction have been
observed which are not readily distinguishable from the natural history of the disease in these patients.
A number of well-documented cases of generalized rash, some characterized as leukocytoclastic
vasculitis, have been reported. However, a definitive cause and effect relationship between these events
and CARDIZEM therapy is yet to be established.

Prescribing Information as of December 19954

Hoechst Marion Roussel, Inc.
Kansas City, MO 64137 USA

ccdb1295Ac¢

Hoechst Marion Roussel

Hoechst Marion Roussel, Inc. » Kansas City, MO 64134
A member of the Hoechst Group X

Hoechst E

References: 1. Massie BM, Der E, Herman TS, Topolski P, Park GD, Stewart WH. Clin Cardiol. 1992;15:365-368. 2. Data on file, Hoechst Marion Roussel,
3. Procardia XL® prescribing information. 4. Norvasc® prescribing information. 5. Sular® prescribing information.

97262201/1917M7

© 1997, Hoechst Marion Roussel, Inc.
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| ction. Al l I

. q cbmi onl i‘eﬁ)brted Sld@] effects are headache (5.4%),
| brac ardia (3. 3%}, first-degree AV block (3.3%), dizziness (3 .0%),
) ﬁl ..,(2 6%, a;sthema(‘h .8%), and ECG abnormality (1.6%).

W L‘Lljsﬁ RDIZEM in combination with beta-blockers in patients with impairéd ventricular

Ava lable data are not sufficient to predict the effects of concomitant treatment with CARDIZEM CD
b e kers in patients with left ventricular dysfunction of cardiac conduction abnormalities. Caution should be
d when th _lqorrd:matm 1(Seﬂ\ Warnmgs and Precaunons in prescrrbmg information.)
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