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(Oxaprozin) %

Daylong Confidence. Proactive Control.

W (oxaprozin) 600- mg caplets

t ic, h logic, and derr adverse effects, Lak

False-positive urine immur ing tests for banzodi have been repurtad
in patients taking Daypro. This is due lu lack of specificity of the scwnnmg tns{s False-
positive test results may be i for | dn\rs foll g 1 of
Daypro therapy. Conl'rmamrv tasts, such as gas chrom hyi v, will
distinguish Daypro from benzodi ines. Drug i i &ggnn Concumllant admin-
istration of Daypro and aspirin is not recommended t salicy-

lates from plasma protein binding sites. Coadministration would be expected 1o increase
the risk of salicylate toxicity. Oral anticoagulants: 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. Hx>-receptor antagonists: The total body
clearance of oxaprozin was reduced by 20% in subjects who ccncurranﬂv received ther-
apeutic doses of cimetidine or ranitidine; no other phar was
affected. A change of clearance of this mngmtude lies within the range of normal varia-
tion and is unlikely to produce a clinicall ble diffi in the of therapy.
Beta-blockers: Subjects receiving 1200 mg Daypro qd with 100 mg metoprolol bid exhib-
ited istically significant but transient increases in sitting and standing blood pressures

BRIEF SUMMARY— DAYPRO? (oxaprozin) 600-mg caplets
Before prescribing please see full prescribing information.

INDICATIONS AND USAGE: Daypro is i
toms of DA 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-
RATION WITH NONSTERQIDAL ANTI-INFLAMMATORY 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 ct , and lly develop
early in therapy, physicians should remain alert for ulceration and bleeding in p

d for the of the signs and symp-

after 14 days. Therefore, as with all NSAIDs, routine blood pressure monitoring should
be considered in these patients when starting Daypm therapy. O{her drugs: The coad-
mini: of oxaprozin and antacids, acetan i ophen, or d estrogens resulted
in no statistically significant changes in pl parameters in single- and/or mul-
tiple-dose studies. The tntﬂractmn of oxnpruzm WIlh lithium and cardiac glycosides has
not basn died. Ci g i t of fertility: In oncogenicity
i ation for 2 years was associated with the exacerbation of liver
neoplasms [hnpahc 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-
hocytes, and cell transfor ion testing in mouse fbrablast all showed no nwdem:a cf
gﬂnatlc toxicity or cell-transforming ability. Oxaprozin ad ation was not
with impairment of fertility in male and female rats at oral doses up to 200 mg/kg/day
(1180 mg/m?2); 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;'mil of oxaprozin for B months or 37.5 mgfkg!dny for 42 days, a finding not con-
firmnd in other The of this finding is not known. ngnlm:y
E 4 1.

p

treated chronically with NSAIDs, even in the absence of previous Gl tract symptoms. In
patients observed in clinical trials for several months to 2 years, symptomatic upper Gl
ulcers, gross bleeding, or perforation appear to occur in approximately 1% of patients
treated for 3 to 6 months, and in about 2% to 4% of patients treated for 1 year. Physicians
should inform patients about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Patients at risk for developing peptic ulceration and bleeding
are those with a prior history of serious Gl events, alcoholism, smoking, or other factors
known to be associated with peptic ulcer disease. Elderly or debilitated patients seem 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 CH:Cur in up to 15% of patients. These abnormalities may
progress, ramain or Ive with continued rheraw The SGPT
(ALT) test is probably the mos! sensitive i or of liver dysf gful (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
Iu.rar dysfunction or in whom an abnormal liver test has occurred shnuld be avaluated for
of the d p t of more severe h icr while on t y 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 abnarmal liver tests persist or worsen, clin-
ical signs and symptoms c with liver di develop, or systemic manifestations
occur {eosinophilia, rash, fever), Daypro should be dlscontinued Wsll-compensated
hepatic cirrhosis does not appear to alter the disposition of unbound prozin, so d
adjustment is not necessary. However, the primary route of elimination of oxaprozin !s
hepatic metabolism, so caution should be observed in patients with severe hepatic dys-
function. Renal effects: Acute interstitial nephritis, | ia, and pr ia 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 prostaglandrns havs a

Teratog —Preg Category C. There are no 1 or

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 oxaprozin 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 ided. Nursing h
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 healthy eiderly.
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 wera related to
the gastrointestinal tract. They were nausea {8%) and dyspepsia (8%). INCIDENCE
GREATER THAN 1%: In clinical trials the followi ions occurred at an inci-
dence greater than 1% and are probably related to t jons occurring in 3%
to 9% of patients treated with Daypro are indicated by an astarlski'l. those reactions
occurring in less than 3% of patients are unmarked. Abdominal pain/distress, anorexia,
constipation®, diarrhea*, dyspepsia®, flatulence, nausea®, vomiting, CNS inhibition
(depression, sedation, somnolence, or confusion), dlsturbanca of slesp. rash'. tinnitus,
dysuria or frequency. INCIDENCE LESS THAN 1%: Prok causal 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 italics. The probability of a causal relationship exists

supportive role in the maintenance of renal perfuswl"r In these pati on of
an NSAID may cause a dose-dependent reduction in prnmnglandln 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. Qiscontinuation of NSAID therapy is often followed by recov-
ary to the pretraatment 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 appatite. As with all NSAID
therapy, pati may develop some el ion of serum creatinine and BUN
levels without any signs or wmptums The pharmacokinetics of oxaprozin may be sig-
nlhcanlly al.mrad in patients with renal insufficiency or in patients who are undergoing

di . Such pati 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 decomp ion, in pati on chronic d therapy, or in those with other
conditions predisposing to fluid retention. Photosensitivity: Oxaprozin has been associ-
ated with rash and/or mild phe itivity in d logic testing. An increased inci-
dancn of rssh on sun- expossd skin was seen in some patients in the clinical trials. Recom-
serious Gl tract ulceration and bleeding can occur
without warning symptums, 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 should be used with caution in
patients with underlying hemostatic defects or in Ihnse who are undargomg surgical pro-
cedures where a high degree of | is for i Daypro,
like other drugs of its class, oidal anti-infl y drugs lNSAIDs}. is not free of
side effects. The side effects of these drugs can cause discomfort and, rarely, serious 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 Ri ) 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,

b the drug and these adverse reactions: Drug hypsrssns:tlwrv reactions including
anaphvraxls and serum sick blood p (] g pep'nc ulceration and/or
Gl bl g (see W gs), liver function abnor ities includi (sea Precau-
tions), stomatitis, hemorrhoidal or rectal bleedmg parlcrea:.rl'is, anemia, thrombocyto-
penia, laukopenia, ecchymoses, ags weight gain, weight loss,
weakness, malaise, symptoms of upper r-aspmatt:n'\_‘r ‘tract infection, pruritus, umcana.
photosensitivity, p porphyria, der is, erythema

Johnson syndrome, toxic epidermal necrolysis (Lyell's syndrome), blurred \usron con-
junctivitis, acute interstitial nephritis, hematuria, renal insufficiency, acute renal failure,
decreased menstrual flow. Causal relationship unknown: The following adverse reactions
occurred at an incidence of less than 1% in clinical trials, or were suggested from mar-
keting experience, under circumstances where a causal relationship could not be definitely
established. They are |isted as alerting information for the physician: Palpitations, alter-
ation in taste, si P ¥ ions, alopecia, hearing decrease, increase in
menstrual flow.

DRUG ABUSE AND DEPENDENCE: Daypro is a non-narcotic drug. Usually reliable animal
studies have indicated that Daypro has no known addiction pmannal in humans
OVERDOSAGE: Mo patient experienced either an id | or ir i d 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 rennl failure, and respira-
tory depression are rare. Patients should be managad Iw ptomatic and supp care
following an NSAID overdose. There are no sp: T Gut d ination ma
be indicated in patients seen within 4 hours of mga@hon with s\fmplams or following a
large overdose (5 to 10 times the usual dose). This should be acce li via i
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 of oxaprozin.

See package insert for complete prescribing information.
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tor reduction that addresses these changing family dy-.
namics would be successful.

Family medicine is a specialty that seeks to incor-
porate the role of family in its practice. Here is an
excellent model to see whether using the family as the
unit of intervention makes a difference in the outcome
of our patients with regard to CHD risk factors. Coro-
nary heart disease is the No. 1 killer in the United
States and Canada and truly is a familial disease. Isn't
it appropriate that family physicians focus on the pre-
vention of CHD through a family-centered approach
and perform research to demonstrate that this
approach has benefit?

Charles B. Eaton, MD
Memorial Hospital of Rhode Island
Pawtucket
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At last! The fundamentals of in-office

dermatologic skin surgery — fully explained in
a concise “how-to” handboc

MANUAL OF SKIN SURGERY

A Practical Guide to Dermatologic Procedures

David J. Leftell, M.D., Associate Professor of Dermatology, Plastic Surgery and Otolaryngology,
Yale University School of Medicine, New Haven, CT and Mare D. Brown, M.D., Associate Professor of
Dermatology, University of Rochester Medical Center, Rochester, NY

June 1997. 264 pages. ISBN 0-471-13411-2. Paperback $49.95

TITLES OF RELATED
INTEREST...

“This superb book is extremely well illustrated and the text is clear; detailed, and enjoyable to
read. [Manual of Skin Surgery] will be of great practical value to students and clinicians,
regardless of specialty.”
— Neil Swanson, Professor and Chairman, Department of Dermatology, Professor of
Otolaryngology, Oregon Health Sciences University, Portland, OR

“This well written, beautifully illustrated, and clearly presented manual walked me through the basics
of skin surgery. Fifleen years ago, when I was in medical training, I never had the opportunity lo
learn skin surgery. Yet now, after reading Manual of Skin Surgery, / feel comfortable to venture
out and start operating. [ expect to use this complete reference book for many years to come.”

— John K. Oppenheimer, General Internist, Sag Harbor, NY

Written by two leaders in the field who have perfected their techniques
at leading training programs for dermatologic surgery, Manual of
Skin Surgery offers an authoritative introduction to the funda-
mentals of dermatologic surgery — from anatomy and diagnosis to
preoperative preparation and assessment, operative technique, and
postoperative care, It provides step-by-step guidance to the basics
of excisional surgery, and also addresses special topics, such as the
management and workup of melanoma and the indications for Mohs
surgery. Among the book’s uniquely special — and very helpful —
features are:

COSMETIC LASER SURGERY

Edited by Tina S. Alster, M.D., Washingfon
Institute of Dermatologic Laser Surgery and
Georgetoun University Medical Center,
Washington, D.C., and David B. Apfelberg,
M.D., Atherton Plastic Surgery Center, Atherton,
CA and Stanford University Medical Center,
Stanford, (4

1996. 169 pages. ISBN 0-471-12242-4.
Hardcover $210.00

Cosmetic Laser Surgery provides solid,
authoritative guidance from leading specialists
on the modern applications of multiple lasers
for a variety of cosmetic procedures, including
blepharoplasty, hair transplantation, scar revi-
sion, and tattoo removal. In addition, it supplies
invaluable, up-to-the-minute advice on how to
effectively establish a cosmetic laser practice.

THE ROLE OF THE LASER
IN DERMATOLOGY

An Atlas

[y Toshio Ohshiro, M.D., Keio Universily
School of Medicine and Japan Medical Laser
Laboratory, Tokvo, Japan; With contributions
from John Carruth, Kouichi Ohmaru, and
Mario Trelles

1997. 294 pages. ISBN 0-471-96630-4.
Hardcover $199.95

Beautifully illustrated in full color throughout,
The Role of the Laser in Dermatology is
a comprehensive compendium of knowledge
and expertise that focuses on the very latest clin-
ical applications of the laser in dermatology,
with a focus on the removal or obliteration of
naevi. In all cases, the author describes conven-
tional treatment methodology in addition to
laser treatment; with recommendations and
rationales for instances where laser/laser combi-
nation therapy or laser/conventional therapy is
advocated.

* Full-color graphics — The Manual is distinguished by its superb 16-page color plate section
reviewing cutaneous lesions and excisions.

* Surgical tips and pearls — Practical tips are supplied throughout in graphically integrated
sidebars: it’s impossible to open this book without coming away with valuable information!

* A convenient format designed for practical use — plus special features on running a
successful practice, medico-legal issues, and much more.

« Helpful appendices — provide rapid access to action guides to skin biopsies, pigmented lesions,
cancers, and complications; as well as a current list of vendors of dermatologic surgery equipment.

No other resource provides such a wealth of authoritative and up-to-date information in so concise a
format. For hands-on information, the Manual of Skin Surgery is the ideal choice of dermatolo-
gists, dermatology residents, medical students, and family practitioners alike! Order your copy now.
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No other diltiazem is therapeutically equivalent

Brief Summa |
Prescribing Information as of December 1995A

CARDIZEM® CD
dllli:?:gm HCI)

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-degres AV block except in the

presence of a functioning ventricular pacemaker, (3) patients with hygutenmn less than 90 mm Hg

systolic), (4) patients who have demonstrated hypersensitivity to the drug, and (5) patients with acute

myocardial infarction and pul d 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 may rarely result in
abnormally slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-
degree AV block (13 of 3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or
digitalis may result in additive effects on cardiac conduction. A patient with Prinzmetal's angina devel-
oﬁd %er s of asystole (2 to 5 seconds) after a single dose of 60 mg of diltiazem, (See ADVERSE
REACTIONS section.)

Congestive Heart Failure. Although diltiazem has a negative inolropic effect in isolated animal tissue
preparations, humndymrnin studies in humans with normal ventricular function have not shown a
reduction in cardiac index nor consistent negative effects on contractility (up:mz). An acute study of
oral diltiazem in patients with impaired ventricular function (gjection 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 :erarted in patients with preexisting impair-
ment of ventricular function. Experience with the use of CARDIZEM (diltiazem hydrochioride) in
combination with beta-blockers In patients with impaired ventricular function s limited. Caution
should be exercised when using this combination

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

result in symlnmﬂc h%)o!ansinn. i

. Acute He| Injury. Mild elevations of transaminases with and without concomitant elevation in
alkaline pgosdphatasa 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 dm%:leragﬁ. The
relationship to CARDIZEM is uncertain in some cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS

WD]?EM diltiazem hydrochloride) is ively 4 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. |n subacute and chronic dog and rat studies designed to produce
toxicity, high doses of diltiazem were associated with hepatic damage. In special subacute hepatic
studies, oral doses of 125 m%fkg and higher in rats were associated with histological cnan?es in the liver
which were reversible when the drug was discontinued. In dogs, doses of 20 m ? were also associated
with hepatic changes; however, these changes were reversible with continued dosing.

Dermatological events (see ADVERSE REACTIONS section) may be transient and may msakrpear c;sgle
continued use of CARDIZEM. However, skin eruptions progressing to erythema multiforme or
exfoliative dermatitis have also been infrequently reported. Should a dermatologic reaction persist, the
drug should be discontinued.

y congestion

o

B

Drug Interactions

Due to the potential for additive effects, caution and careful titration are warranied 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 in prolonging 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
um:iet?uw f ion by cy P-450 mixed function oxidase. Coadministration of
CARDIZEM with other agents which follow the same route of biotransformation may result in the compet-

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 ly should be d for a potential drug i fi

A 24-month study in rats at oral dosage levels of up to 100 mg/kg/day and a 21-month study in mice at oral
dosage levels of up to 30 mg/kg/day showed no evidence of carcinogenicity. 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 obsarved in a study performed in male and female rats at oral dosages of up to 100 muﬁ;(day.

Category F: Reproduction studies have been conducted in mice, rats, and rabbits. Administration of
doses ranging fram five to ten times greater (on 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.

Hursing Mothers

Diltiazem is excreted in human milk. One report suggests that concentrations in breast milk may approx-
imhaiobdsgru_m :ﬁ\&eLsd It use of CARDIZEM is deemed essential, an alternative method of infant feeding
should be instituted.

gTaty and ge:ﬂvenass 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 far function and cardiac i b lities 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 recelving CARDIZEM CD up to 360 mg with rates in placebo patients
shown for comparison.

CARDIZEM CD Capsule Placebo-Controlled Angina and Hyperiension Trials Combined
Cardizem CD Placebo
Adverse R (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 :afsulﬁ Iinvolving

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%).

n e]m ition, the following evenis were reported infrequently (less than 1%) in angina or hypertension

trials:

Cardiovascular: Angina, arrhythmia, AV block (second- or third-degree), bundle branch block, conges-

li:_le n;ﬂlalailure. CG abnormalities, hypotension, palpitations, syncope, tachycardia, ventricular

extrasystoles

Nervous System: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia,

nervousness, paresthesia, personality change. somnolence, tinnitus, tremor

Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dy ia, dyspepsia, mild elevations of

SGOT, SGPT, LDH, and alkaline phosphatase (see hepatic warnings), thirst, vomiting, weight increase

Dermatulnglul: Petechiae, photosensitivity, pruritus, urticaria

Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye irritation, hyperglycemia, hyperuricemia,

impotence, muscle cramps, nasal congestion, nocturia, osteoarticular pain, ria, sexual difficulties

The following postmarketing events have been reported irilmquunll{ 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,
idal ngival hyperplasia, hemolytic anemia, increased bleeding time, leukopenia,

itive inhibition of metabolism. Especially In patients with renal and/or hepatic imp g
similarly metabolized drugs, particularly those of low therapeutic ratio, may require adjustment when
slamn‘! or mpging concomitantly administered diltiazem to maintain optimum therapeutic blood levels.
Beta-h rs. Controlied 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 ggﬂems_ with left ventricular dysfunction or cardiac conduction abnormalities.
Administration of CARDI (diltiazem hydrochlorid ly with lol in five normal
volunteers fted in i d prop lof levels in all subjects and hioa\raﬁahflhﬁof propranolol was
Increased approximately 50%, In vitro, propranolol appears to be displaced from its binding sites by dilti-
azem. If combination therapy Is initiated or withdrawn in conjunction with propranolol, an adjustment in
the progranu!ul 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 (53%) after a 1-week course of cimetidine at 1200 mg per day
and a single dose of diltiazem 60 mg. Ranitidine produced smaller, ponsignificant increases. The effect
may be mediated by cimetidine's known inhibition of hepatic cytochrome P-450, the enzyme system
responsible for the lirst-pass metabolism of diltiaizem. Patients currently receiving diltiazem therapy
should be carsiug‘v monitored for a change in dp?nrrnacduqinal effect when initiating and discontinuing
therapy with cimetidine. An adjustment in the diltiazem dose may be warranted.
Digitalis. Administration of DIZEM with digoxin in 24 healthy male subjects increased plasma
digoxin concentrations approximatety 20%. Another investigator found no increase in digoxin levels in 12
patients with coronary artery disease. Since there have been conflicting results re&ar ing the effect of
digaxin levels, it is recommended that digoxin levels be monitored when ﬁﬁlia!in&a Lt‘lsﬁng, and discon-
tinuing CARDIZEM therapy to avoid possible over- or under-digitalization. (See WARNINGS,)
Anesthetics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular
dilation associated with anesthetics may be potentiated by calclum 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 y to maintain cyclosporine
trough concentrations similar to those seen prior to the addition of diltiazem. If these agents are to be
o d ly, cyc ing concentrations should be monitored, especially when diltiazem
the is initiated, adjusted, or discontinued.
The etfect of cyclosporine on diltiazem plasma concentrations has not been evaluated.

96474905/2941T6

P v ai
purpura, mnnoﬁa!hy. 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.
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A UNIQUE HEMODYNAMIC
AND SAFETY PROFILE
DIFFERENT FROM
DIHYDROPYRIDINES

Effective 24-hour control of hypertension or angina
= Reduces blood pressure with no reflex tachycardia’

® |ncreases exercise tolerance, reduces vasospasm, and decreases heart rate
in angina’

Well-tolerated control regardless of age or gender’
= A side-effect discontinuation rate comparable to placebo??

= Most commonly reported side effects are headache (5.4%),
bradycardia (3.3%), first-degree AV block (3.3%), dizziness (3.0%),
edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)’

eI

True 24-hour control from a unique
patented delivery system

= No other diltiazem is therapeutically equivalent to Cardizem CD*

el

*Cardizem CD is a benzothiazepine calcium channel blocker.

1 In clinical trials with Cardizem CD.
t FDA does not, at this time, consider other diltiazems to be therapeutically equivalent because
bioequivalence has not been demonstrated through appropriate studies.
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Please see brief summary of prescribing information on adjacent page.

FOR HYPERTENSION OR ANGINA
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No other diltiazem is therapeutically equivalent*
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