= Give allergic noses relief for itchy eyes

due to seasonal allergic conjunctivitis.

When seasonal allergies strike, it's not just the nose they ambush. The eyes are fair game, too. In fact,

8 out of 10 patients with allergic noses also suffer from itchy eyes' due to seasonal allergic conjunctivitis.
Stop the itch with ACULAR” Selution.

In a recent survey (n=272), the vast majority of responding patients confirmed that ACULAR" stopped their
ocular itching quickly and effectively.* Plus, ACULAR" has a favorable safety profile. There are no steroid-like
side effects that can alter intraocular pressure, and no decongestant-like side effects, i.e., no risk to patients
with narrow chamber angles.

So help rescue eyes from itching with ACULAR;’ the #1 prescribed ophthalmic preparation® for the
#1 patient complaint of seasonal allergic conjunctivitis — ocular itch. Because annoying antigens prey
on more than just the nose.

S5TOPS THE ITCH

The most frequently reported adverse events have been transient stinging and burning I_A g
on instillation (approximately 40%). Not for use while wearing soft contact lenses. ACU R

Irving, CA 92715

FPlease see adjacent page for prescribing information.
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ACULAR®
(ketorolac tromethamine) 0.5%
Sterile Ophthalmic Solution

INDICATIONS AND USAGE

ACULAR® ophthalmic solution is indicated for the relief of ocular itching due to
seasonal allergic conjunctivitis.

CONTRAINDICATIONS

ACULAR® ophthalmic solution is contraindicated in patients while wearing soft
contact lenses and in patients with previously demonstrated hypersensitivity to
any of the ingredients in the formulation.

WARNINGS

There is the potential for cross-sensitivity to acetylsalicylic acid, phenylacetic
acid derivatives, and other nonsteroidal anti-inflammatory agents. Therefore,
caution should be used when treating individuals who have previously exhibit-
ed sensitivities to these drugs.

With some nonsteroidal anti-inflammatory drugs, there exists the potential for
increased bleeding time due to interference with thrombocyte aggregation.
There have been reports that ocularly applied nonsteroidal anti-inflammatory
drugs may cause increased bleeding of ocular tissues (including hyphemas) in
conjunction with ocular surgery.

PRECAUTIONS

General: It is recommended that ACULAR® ophthaimic solution be used with
caution in patients with known bleeding tendencies or who are receiving other
medications which may prolong bleeding time.

Carcinegenesis, Mutagenesis, and Impairment of Fertility: An 18-
month study in mice at oral doses of ketorolac tromethamine equal to the par-
enteral MRHD (Maximum Recommended Human Dose) and a 24-month study
in rats at oral doses 2.5 times the parenteral MRHD, showed no evidence of
tumorigenicity. Ketorolac tromethamine was not mutagenic in Ames test,
unscheduled DNA synthesis and repair, and in forward mutation assays.
Ketorolac did not cause chromosome breakage in the in vivo mouse micro-
nucleus assay. At 1590 ug/mL (approximately 1000 times the average human
plasma levels) and at higher concentrations ketorolac tromethamine increased
the incidence of chromesomal aberrations in Chinese hamster ovarian cells.
Impairment of fertility did not occurin male or female rats at oral doses of 9
mg/kg (53.1 mg/m?) and 16 ma/kg (94.4 mg/m?) respectively.

Pregnancy: Pregnancy Category C. Reproduction studies have been per-
formed in rabbits, using daily oral doses at 3.6 mg/kg (42.35 mg/m?) and in
rats at 10 mg/kg (59 mg/m?) during organogenesis. Results of these studies
did not reveal evidence of teratogenicity to the fetus. Oral doses of ketorolac
tromethamine at 1.5 mg/kg (8.8 mg/m2), which was half of the human oral
exposure, administered after gestation day 17 caused dystocia and higher pup
mortality in rats. There are no adequate and well-controlied studies in pregnant
women. Ketorolac tromethamine should be used during pregnancy only if the
potentiaf benefit justifies the potential risk to the fetus.

Nursing Mothers: Caution should be exercised when ACULAR® is adminis-
tered to a nursing woman.

Pediatric Use: Safety and efficacy in children have not been established.
ADVERSE REACTIONS

In patients with allergic conjunctivitis, the most frequent adverse events report-
ed with the use of ACULAR® ophthalmic solution have been transient stinging
and burning on instillation. These events were reported by approximately 40%
of patients treated with ACULAR® ophthalmic solution. In all development
studies conducted, other adverse events reported during treatment with
ACULAR® include ocular irritation (3%), allergic reactions (3%), superficial
ocular infections (0.5%) and superficial keratitis (1%).

ACULAR® a registered trademark of Syntex (U.S.A.) Inc, is manufactured and
distributed by Allergan, Inc. under license from its developer, Syntex (U.S.A.)
Inc., Palo Alto, California, U.S.A.

REFERENCES: 1. Data on file, Fisons Corporation, 1985. 2. Data on file,
Aliergan, Inc., 1994. 3. IMS Data, December, 1994.

£ ALLERGAN pjSON>
=@ ©1995 Allergan, Inc. ! Pharmaceuticals
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Make Archives of Internal Medicine your first
choice for new medical information. One of the
world’s best-read and most frequently cited jour-
nals in its field, Archives of Internal Medicine’s
clinical relevance is widely acknowledged. And
now more than ever, Archives makes the best
use of your reading time.

> Important medical information
Original studies, timely reviews and
commentaries keep you abreast of a
wide range of specialty interests.

> Thorough peer review and stringent
acceptance standards
Ensures that selected articles meet the
highest scientific standards.

> Practical new design
Saves you time and helps you quickly
absorb the key points of topical articles.
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Brings the latest findings to you faster
and makes each issue easier for you to
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RELAFEN

NABUMETONE

RELAFEN"®
brand of nabumetone
Brief Summary: Consult full prescribing information before using.

CLINICAL PHARMACOLOGY: Aelafenis a nonsteroidal anti-inflammatory drug (NSAID) that exhibits anti-inflamma-
tory, ic and antipyretic properties in phar ic studies. As with other nonsteroidal anti-inflammatory
agents, its mode of action is not known. However, the ability to inhibit prostaglandin synthesis may be invalved in the
anti-inflammatory effect.

The parent compound is a prodrug, which goes hepatic
2-naphthylacetic acid [(BMNAY, a potent inhibitor of prostaglandin synthesis.

INDICATIONS AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheunatoid
arthritis.

CONTRAINDICATIONS: Patients (1) who have previousty exhibited hypersensitivity to it; {2) in whom Refafen, aspirin
or other NSAIDs induce asthma, urticaria or other allergic-type reactions.

WARNINGS: Remain alert for ulceration and bleeding in patients treated chronically, even in the absence of previous
G.l. tract symptoms.

In controlled clinical trials involving 1,677 patients treated with Aefafen (1,140 foilowed for one year and 927 for two
years), the cumulative incidence of peptic uicers was 0.3% (95% Cl; 0%, 0.6% at three to six months, 0.5% (35% Cl;
0.1%, 0.9%) at one year and 0.8% {95% Ct; 0.3%, 1.3%) at two years. Inform patients of the signs and symptoms of
serious G.1. toxicity and what steps to take if they occur. In patients with active peptic ulcer, weigh the benefits of
Reiafen therapy against possible hazards, institute an appropriate ulcer treatment regimen and monitor the patients”
progress carefully.

In considering the use of relatively large doses (within the recommended dosage range), anticipate benefit sufficient
1o offset the potential increased risk of G.1. toxicity.

PRECAUTIONS: Because nab s ive hepatic boli 0 t of Relafen dosage is
generally necessary in patients with renal insufficiency. However, as with all NSAIDs, monitor patients with impaired
renal function more closely than patients with normal renal function.

Evaluate patients with symptoms and/or signs suggesting liver dysfunction, or in whom an [ fiver test has
occurred, for evidence of the devetopment of a more severe hepatic reaction while on Refafentherapy. If abnormal liver
tests persist or worsen, if clinical signs and symptoms consistent with {iver disease develop, or if systemic

i tons occur (e.g.. eosinophilia, rash, etc.), discontinue Refafen. Use Aelafencautiouslyin patients with severe
hepatic impairment.

As with other NSAIDs, use Aelafen cautiously in patients with a history of congestive heart failure, hypertension or
other conditions predisposing to fluid retention.

Basedon U.V. lightpl ivity testing,
be expected based on skin tanning types.

Physicians may wish to discuss with their patients the potential risks (see WARNINGS, PRECAUTIONS and ADVERSE
REACTIONS) and likely benefits of NSAID treatment, particularly when the drugs are used for less serious conditions
where treatment withaut NSAIDs may represent an acceptable alternative to both the patient and the 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, had no i tumorigenic effect.
Nabumetone did not show mutagenic potential in the Ames test and mouse micronucleus test in vivo. However,
nabumetone- and BMNA-treated lymphocytes in culture showed chromosomal aberrations at 80 meg/mL and higher
concentrations {equal to the average human expasure to Aefafen at the maximum recommended dose).

Nabumetone did not impair fertility of male or femate rats treated orally at doses of 320 mg/kg/day before mating.

Pregnancy Category C: Nabumetone did not cause any teratogenic effect in rats given up to 400 mg/g and in rabbits
up to 300 mg/kg orally. However, increased post-implantation loss was observed in rats at 100 mg/kg orally and at
higher doses {equal to the average human exposure to 6MNA at the maximum recommended human dose). There are
noadequate, well-controlled studies in pregnant women. Use the drug during pregnancy only if clearly needed. Because
of the known effect of prostaglandin-synthesis-inhibiting drugs on the human fetal cardiovascular system (closure of
ductus arteriosus), use of Aefafen during the third trimester of pregnancy is not recommended.

The effects of Aefafenan labor and delivery in women are not known. As with other drugs known to inhibit prostaglandin
synthesis, an increased incidence of dystocia and detayed parturition occurred in rats treated throughout pregnancy.

It is not known whether nabumetone or its metabolites are excreted in human milk; however, BMNA is excreted in the
milk of {actating rats. Because of the possible adverse effects of p h inhibiting drugs on
Relafen is not recommended for use in nursing mothers.

Safety and efficacy in children have not been established

Of the 1,677 patients in U.S. clinical studies who were treated with Relafen, 411 patients (24%} were 65 years of age
ar older; 22 patients {1%} were 75 years of age or older. No overall differences in efficacy or safety were observed
between these older patients and younger ones. Similas results were abserved in a one-year, non-U.S. postmarketing
surveillance study of 10,800 Relafen patients, of whom 4,577 patients (42%) were B5 years of age o older

ADVERSE REACTIONS: Incidence >1%—Probably Causally Related—Diarrhea {14%). dyspepsia (13%],
abdominal pain (12%), constipation*, flatulence*, nausea*, positive stool guaiac®, dry mouth, gastritis, stomatitis,
vomiting, dizziness®, headache®, fatigue, increased sweating, insomnia, nervousness, somnolence, pruritus®, rash®,
tinnitus®, edema*.

*Incidence of reported reaction between 3% and 9%. Reactions occurring in 1% to 3% of the patients are unmarked.

Incidence <1%-—Probably Causally Related*—Anorexia, cholestatic jaundice, duodenal ulcer, dysphagia, gastric
ulcer, g itis, i inal bteeding, i appetite, liver function abnormalities, melena, asthenia,
agitation, anxiety, confusion, depression, malaise, paresthesia, tremar, vertigo, bullous eruptions, photasensitivity,
urticarta, pseudoporphyria cutanea tarda, toxic epidermal necrolysis, vasculitis, weight gain, dyspnea, eosinophilic

to the active component, 6-methoxy-

ybe iated with more ions to sun exposure than might

70 i t ia, azotemia, hyperuricemia, interstitial nephritis, nephrotic
syndrome, vaginal bleeding, | vision, anaphy d reaction, laxis, angi otic edema.

Incidence <1%—Causal Relationship Unknown'—a8ilirubinuria, duodenitis, eructation, gallstones, gingivitis,

glossitis, pancreatitis, rectal bleeding, nightmares, acne, alopecia, erythema multiforme. Stevens-Johnson Syndrome,

angina, arthythmia, hypertension, myocardial infarction, palpitations. syncope, thrombophlebitis, asthma, cough,

dysuria, hematuria, impotence, renat stones, taste disorder, fever, chills, anemia, leukopenia, granulocytopenia,
topenia, hypergl i weight loss.

tAdverse reactions reported only in worldwide postmarketing experience or in the literature, not seen in clinical trials,

are considered rarer and are italicized.

OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and institute general supportive

measures as necessary. Activated charcoal, up to 60 grams, may effectively reduce nabumetone absorption.

Coadministration of nabumetone with charcoal to man has resulted in an 80% decrease in maximum plasma
of the active boti

One averdose occurred in a 17-year-old female patient who had a history of inal pain and was i for

increased abdominal pain following ingestian of 30 Refafen tablets {15 grams total}. Stools were negative for accult

biood and there was no fall in serum hemoglabin concenteation. The patient had no other symptoms. She was given an

H,-receptor antagonist and discharged from the hospital without sequelae.

DOSAGE AND ADMINISTRATION: Recommended starting dose: 1000 mg taken as a single dose with or without

food. Some patients may abtain more symptomatic relief from 1500 mg to 2000 mg daily. Dasages over 2000 mg daily

have not been studied. Use the lowest effective dose for chronic treatment.

HOW SUPPLIED: Tablets: Oval-shaped, film-coated: 500 mg-white, imprinted with the product name RELAFEN and

500, in bottles of 100 and 500, and in Single Unit Packages of 100 {intended for institutional use only); 750 mg-beige,

imprinted with the product name RELAFEN and 750, in bottles of 100 and 500, and in Single Unit Packages of 100

{intended for institutional use only).

Store at controlled room temperature (59° to 86°F) in we!l-closed container; dispense in light-resistant container.

500 mg 100s: NDC 0029-4851-20 750 mg 100°s: NOC 0029-4852-20

500 mg 500's: NDC 0029-4851-25 750 mg 500°s: NOC 0029-4852-25
500 mg SUP 100's: NDC 0029-4851-21 750 mg SUP 100's: NDC 0029-4852-21
BRS-RL:L7
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Pharmaceuticals
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The Windy City International Marathon
October 8, 1995 ¢ Chicago, Illinois

M. Roy Schwarz, MD
Group Vice President, AMA
Windy City

International Marathon

“Physician runners from across the globe are
coming to Chicago to run in the first official
race of physicians. The American Medical
Association welcomes all our running
colleagues to the fastest marathon course
in the country.”

Advisory Panel

“If you have sights on a world best, American
best, personal best or just want to run one
of the most scenic and festive marathon
environments — this is the place.”

Bob Bright

Race Director

Windy City International
Marathon

Special category and recognition awards for top female and male physician runners.

For an application and complete information, call 800 946-3924 or fax your
name and address to 312 274-2322.

AMA membership monies will not be used to sponsor the marathon.
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patient care and exposure to liability risk.
Risk Factors in Medical Practice: Office Staff
Communications is a new video instructional
course that helps office staff members
improve their interactions with patients,
physicians, and coworkers, and implement
documentation and administrative proce-
dures that can reduce risk. Use this self-
guided instructional package to learn, step by
step, how to identify and solve problems,
initiate effective communication strategies,
and avoid common medicolegal pitfalls.

This self-study course incorporates the
experiences of several hundred medical office
staff members who have attended communi-
cation workshops since 1991. So you can
trust this knowledge in handling communica-
tions problems arising in your day-to-day
medical office activities.

Accompanying workbook (70 pages) includes
sample forms, procedures, and other adminis-
trative tools for better communications and
record keeping. One workbook included;
additional copies available for purchase for all
staff members. Approximately 4 hours is
required for completion of this instructional

course. Published May 1995.

Risk Factors in Medical Practice:
Office Staff Communications

To order, call toll free 800 621-8335.
Visa, MasterCard, Optima or American Express

accepted.

Video and Workbook. Order#: OP637894LS.
AMA Member price: $99.
Non member price: $139.

Additional Workbooks. Order#: OP637994LS.
Price: $15 each.

Appropriate US State or Candian sales tax plus
shipping and handling will be added as applicable.

. ol
®
Office Staff "5

Communications

American Medical Association

Physicians dedicated to the health of America




Practice Commentary

amily physicians do provide. medical care to their own employees. Although this is no surprise to those.in practice,
1 am grateful to Sansone et al for calling attention to a hitherto unexplored dynamic between physicians and mem-
. bers of their staffs. Physicians in-rural communities in particular are aware of the tensions involved in dual rela-
tionships, such as when one is providing medical care to one’s neighbor, minister, or contractor. The physician has the bur-
den.of not divulging sensitive information or othetwise abusing a.position of confidence.and, hopefully, can avoid being
burdened with medical questions at a child’s soccer game or while shopping for groceries. Having a physician-patient rela-
tionship with someone with whom one works daily and for whom one serves in a supervisory or employer role demands
even mote emotional and clinical dexterity. ~ ' 7" " R ; '
- Although many family physicians now work alongside other health care professionals as fellow employees of health
centers or health mainténance organizations rather than as employers, the questions raised in this study pertain. Most ofus
experience pressure to provide medical cate to employees, and many of us are uncomfortable doing so. Hwe offer help with
“minor problems” while the patient gets the bulk of care elsewhere, what does that do to continuity? If we do longitudinal
care but feel constrained from performing pelvic examinations or providing psychological treatment, we may do ourpa-
tients a disservice. Yet can we effectively balance the conflicts involved with providing “full-service” care to people we (lit-
erally) rub shoulders with daily? I hope this study genetates discussion of this timely topic. .

" Joseph Stenger, MD .
Regional Family Health Center
Barre; Mass : L
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heme issues concentrate on critical issues in medicine today. Recently,
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Call For Papers

Uncertain Times: Preventing
[llness, Promoting Wellness

1996 International Authors are invited to submit abstracts for consideration as part of the
Conference on 1996 International Conference on Physician Health, which is sponsored by
Physician Health  the American Medical Association, the Canadian Medical Association, the
Federation of State Medical Boards, and the Federation of Licensing
February 8-10 Authorities of Canada.
Chandler, Arizona
Presentations dealing with any aspect of physician health, including issues
of well-being, impairment, disability, treatment, and education are
welcome. Of particular interest are:

« Coping with changing economic or practice circumstances
+ Stress and physician health

 Epidemiologic data

« The effects of violence directed at physicians

« Violence occurring within physicians' families

 Patient exploitation

» Mental illness, including substance abuse

» Physical illness and disability

« Special populations

« Comparative data across states or countries

« Physician weli-being and family functioning

« Updates on clinical areas (depression, pharmacotherapy, etc.)

Three types of presentations are welcome:

« Poster presentations: written presentations of data-based research

« Paper sessions: Oral presentations of scientific, data-based findings on
issues of physician health. Paper presentations will be grouped into
related panels, with individual papers presented in 20 minute time siots

« Workshops: Training or instructional presentations designed to improve
the skills and knowledge of persons working in the physician health field

Abstracts for all presentations must be submitted on the abstract submis-
sion form which is available from: American Medical Association, Physician
Health Program, Attn. E. Tejcek, 515 North State Street, Chicago, IL 60610.

All presenters must register for the conference and will pay the AMA
member rate. Presenters will be responsible for their own expenses.
Deadline for
submission is Questions or requests for abstract submission forms may be sent to the
October 2, 1995 address above or directed to 312 464-5066 or faxed to 312 464-5841.
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Conversions From Systéme International (SI) Units to Traditional Units (Modified From The SI Manual in Health Care)

Si Conversion Traditional
Reference sl Factor Reference Traditional
System Component Interval® Unit (Divide by) Interval* Unit
Plasma Procainamide
Therapeutic 17-34 wmaol/L 4.249 4.0-8.0 ma/L
Toxic =50 pmaol/L 4.249 =12 ma/L

*These reference values are not intended to be definitive since each laboratory determines its own values. They are provided for illustration only.
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World Wide Web

I am pleased to announce that this month Archives Journal Club is being launched
as an electronic publication on the World Wide Web. This electronic version
will appear in addition to the printed edition, so that readers may choose the
format they prefer. Also this month, all publications of the American Medical
Association, including JAMA and the nine primary-source Archives specialty
journals, will introduce their own Home Page. Each journal’s Home Page will
feature the table of contents of the latest issue, abstracts, full text of editorials
and other selected features, and physician recruitment advertising. The ad-
dress of the AMA Web site is http://www.ama-assn.org

Reaction to the new Archives Journal Club has been very positive. We'd
like to know what you think so that we can continue to make the Journal Club
more useful to our readers. Below is a brief questionnaire. Please circle the ap-
propriate numbers, with 5 indicating that you agree with the statement and 1
indicating that you disagree. Please fax your response to the Publisher, AMA
Archives Journals, at (312) 464-2580, or mail it to AMA Archives Journals, 515
N State St, Chicago, IL 60610. Before long, you’ll be able to e-mail your com-
ments instead!

Agree Disagree
1. 1 like the Archives Journal Club format. 5 4 3 2 1
2. The structured summaries of articles give
me about the right amount of information. 5 4 3 2 1

3. Iwould like to see Archives Journal Club as a

regular feature of Archives of Family Medicine. 5 4 3 2 1
4. 1 would be interested in Archives Journal Club

as a separate, expanded publication. 5 4 3 2 1
5. 1 would like to see Archives Journal Club

cover other topics in addition to Women’s

Health. (Please specify in the ‘Comments’

section below.) 5 4 3 2 1
6. 1would like to see more Roundtable discus-
sions (see July issue). 5 4 3 2 1
7. 1would be likely to order reprints of full-
length articles. 5 4 3 2 1
8. I'would like to receive CME credit for this
activity. 5 4 3 2 1
9. Icurrently use the Internet. 5 4 3 2 1
10. Iwould be likely to read Archives Journal
Club on the World Wide Web. 5 4 3 2 1
COMMENTS:

(Please fax your response to the Publisher, AMA Archives Journals, at (312)
464-2580.)
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todrine, but with fewer and less serious side effects. Antihy-
pertensive Effect.— Nifedipine is an effective antihyperten-
sive agent, producing a significant drop in maternal blood
pressure within 30 minutes of oral administration without
affecting the fetal heart rate. Although its use in the treat-
ment of preeclampsia is inappropriate if given alone, nife-
dipine is effective in the treatment of postpartum hyperten-
sion of preeclamptic women. Other Indications.—
Dysmenorrhea-related uterine hypercontractility causing lower
abdominal pain, Raynaud’s phenomenon, and bladder insta-
bility due to detrusor hypercontractility are some of the other
indications for nifedipine.

Conclusion: The effectiveness of nifedipine as an antihyperten-
sive agent, smooth muscle relaxant, and tocolytic agent and its
lack of major maternal or fetal side effects make it a safe and ef-
fective drug for pregnant women in whom its use is indicated.

Shouldn't you be reading your own
> copy of the world's most widely
read, peer-reviewed journal?

Reprint Requests: Division of Maternal-Fetal Medicine,
Department of Obstetrics and Gynecology, UNC Hospitals,
214 MacNider, CB# 7570, Chapel Hill, NC 27599-7570 (Dr
Kat2).
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all, patients in all diagnostic groups reported a significant
improvement in the way they felt about their symptoms at
12 months after entry, but this rating was substantially lower
in the pelvic pain group. Surgically managed patients had
greater symptom improvement after treatment than medi-
cally managed patients, which is consistent with the finding
that the severity of symptoms at entry was higher among the
former group. For all diagnostic groups the variable most
strongly correlated with a perception of improvement in symp-
toms was hysterectomy. The odds ratio of a patient’s sense
of symptom improvement after hysterectomy was 2.21 for ab-
normal bleeding, 3.73 for leiomyoma, and 10.45 for chronic
pelvic pain patients.

Conclusion: The indications for more than 90% of hysterec-
tomies performed in the US are nonmalignant conditions, and
of these, leiomyomas, abnormal uterine bleeding, and chronic
pelvic pain represent about 60%. Nevertheless, there are few
data on the outcomes of nonsurgical management of these

conditions. This study shows that although many women with
these diagnoses report significant symptom improvement fol-
lowing nonsurgical management, hysterectomy continues to
remain an important alternative when medical management
fails to relieve their symptoms.

Reprint Requests: Medical Practices Evaluation Center, Mas-
sachusetts General Hospital, 50 Staniford St, Boston, MA 02114
(Dr Carlson).
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CARDIZEM €D

( diltiazem HCI ) 190-, 180-, 240-, 300-mg Capsules

Start with one
780-np

Brief Summary of

Prescribing Information as of January 1995
CARDIZEM® CD

(diltiazem HCI)

Capsules

CONTRAINDICATIONS
CARDIZEM s contraindicated in (Il patients with sick sinus
syndrome except in the p
pacemaker, (2) patients with second- or third- -degres AV block
except in the presence of a functioning ventricular pacemaker,
3! panents with hypmnsrun {less than 390 mm Hg systolic),
4 ts who have d trated hypersensitivity to the
drug and (5) patients with acute myocardial infarction and
pulmonary congestion documented by x-ray on admission

WARNINGS

1. Cardiac Conduction. CARDIZEM prolongs AV node refrac-

tory periods without significantly prolonging sinus node

recovery time, except in patients with sick sinus syndrome.

This effect may rarely result in abnormally slow heart rates

(particularly in patients with sick sinus syndrome) or second-

or third-degree AV block (13 of 3200 patients or 0.40%).

Concomitant use of diltiazem with beta-blockers or digitalis

mag result in additive etfects on cardiac conduction. A patient

with Prinzmetal’s angina developed periods of asystole (2 to

5 seconds) after a sm?tva dose of 60 mg of diltiazem.

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 c y (d . An acute
study of oral diltiazem in patients with :mpalred ventricular
function (ejection fraction 24% = 6%) showed improve-
ment in indices of ventricular function without significant
decrease in contractile function (dp/dt), Worsening of
congestive heart fallure has been reported in patients with
preexisting impalrment of ventricular function. E:penence
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,

otension. Decreases in blood pressure associated with

GARDIZEM therapy may occasionally result in symptomatic

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,
sa'gmfmm 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 drug
therapy. The relationship to CARDIZEM is uncertain in some
cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS
ROIZEM |Idii|ia.zem hydrochloride) is extensively metabo-

lized by the liver and excreted by the kidneys and in bile, As
with any drug given over prolonged periods, Jaburatury
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FOR HYPERTENSION OR ANGINA

tantly 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
conduction when using beta-blockers or digitalis concomitantly
with CARDIZEM. (See WARNINGS.)

As with all drugs, care should be exercised when treating
tients with muitiple medications. CARDIZEM undergoes
iotransformation ochmma P-450 mixed function oxidase.

Coadministration o DIZEM with other agents which follow
the same route of blotrans(ormaibnn may result in the competi-
tive inhibition of metabolism. Especially in patients with renal
and/or hepatic impairmenl, dosages of similarly metaholized
drugs, particularly those of low therapeutic ratio, may require
adjustment when starting or slopplr;gacuncuwtanlly adminis-
tered diltiazem to maintain optimum therapeutic blood levels.

Beta-blockers. Contralled 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 dysfunction or cardiac conduction abnormalities.

Administration of CARDIZEM (diltiazem hydrochloride) concomi-

tantly with propranolol in five normal volunteers resulted ln

increased prupmnu[ol Ievels in 4l subjects and bioavallability
propranolol was increased approximately 50%. In vitro, h:mpra-
nolol to be displa Irnrn its hindlnu sites by diltiazem

If combination therapy is Initiated or withdrawn in conjunction

with prcpranofol an adiustrnant in the propranolol dose may be

warranted. (See W,

Cimelidine. A saudy 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 cimeti-
dine 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 cumently

recefving diltiazem therapy should be carefully monitored for a

change in pharmacological effect when initiating and discon-

tinuing therapy with cimetidine. An adjustment in the diltizzem
dose may be warranted

Digitalis. Administration of GARDIZEM with digoxin in 24

healthy male subjects Increased plasma digoxin concentra-

tions approximately 20%. Another investigator found no
increase in digoxin levels in 12 patients with coronary artery
disease. Since there have been conflicting results regarding
the effect of digoxin lavels, it is recommended that digoxin
levels be monitored when lnltiatin . adjusting, and discontin-
uing CARDIZEM theraj tn avoid possible over- or under-

digitalization. (See WA J

Anesthetics. The d&prsssmn cardiac contractility, conduc-

tivity, and automaticity as well as the vascular dilation associ-

\with anesthetics may be potentiated by calcium channel
blockers. When used concomitanily, anesthetics and calcium
blockers should be titrated carefully.

Cyclosporine. A pharmacokinetic interaction between dilti-

azem and cyclosporine has been observed during studies

involving renal and cardiac transplant patients. In renal and
cardiac transplant recipients, a reduction of cyclosporine dose
ranﬂlnp from 15% to 48% was necessary fo maintain

sporine trough concentrations similar to those seen prior
to the adumon of diltiazem. If these agents are to be adminis-
tered concurrently, cyclosporine concentrations should be
munltmed espemally when diltiazem therapy Is initiated,

parameters of renal and hepatic function should be
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 associated with hepatic damage.
In special subacute hepatic studies, oral doses of 125 mg/kg
and higher in rats were associated with histological changes in
the liver which were reversible when the drug was discon-
tinued. In dogs, doses of 20 mg/kg were also associated with
hepatic changes, however, these changes were reversible with
continued dosing.
Dermatological events (see ADVERSE REACTIONS section)
&he transient and may disappear despite continued use of
CARDIZEM. However, skin eruptions progressing to erythema
multiforme and/or exfoliative dermatitis have also been infre-
uently reported. Should a dermatologic reaction persist, the
rug should be discontinued.

Drug Interactions
Due to the potential for additive effects, caution and careful titra-
tion are warranted in patients receiving CARDIZEM concomi-

The eﬂsct 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 concur-
rently should be monitored for a notantial drug interaction.

AlNLE nes i i)
in rals al oral Dsage lavels ui up to 100

A 24 mﬂnth stud
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 carcinnuenicir‘y_
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 mg/kg/day.

%[-aleuory S Reproduction studies have been conducted in mice,
rats, and rabbits. Administration of doses mn;’.':ng from five to
ten fimes greater (on a mg/kg basis) than the dally recom-

mended therapeutic dose has resulted in embryo and fetal
lethality. These doses, in some studies, have been rmd to
cause skeletal abnormalities. In the perinatal/po

there was an increased ncidence of stillbirths at doses nf 20
times the human dose or greater.

There are no wall—mntrulkau studies in pregnant women; there-
fore, use CARDIZEM r:Pnanl women only if the potential
benefit justifies the nmam risk to the fetus.

HNursing Mothers

Diltiazem is excreted in human milk. One report suggests that
concentrations in breast milk may approximate serum levels, If
use of CARDIZEM is deemed essential, an alternative method
of infant feeding should be instituted.

Safety and effecti in 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 hyperten-
sion trials in patients receiving CARDIZEM CD up to mg
with rates in placebo patients shown for comparison,

CARDIZEM CD Capsule Placebo-Controlled
| Angina and Hypertension Trials Combined
| Gardizem CD Placebo
Ad Reacti {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% 23%
Asthenia 1.8% 1.7%

|
In clinical trials of CARDIZEM CD capsules, GARDIZEM tablets,
and CARDIZEM SR capsules involving over 3200 paﬁents the
most common events (ie, greater than 1%) were edema
4.6%), headache (4.6%), dizziness (3.5%), asthenla Az 6%),
irst-degree AV block (2.4%), bmtgtardia (1.7%), flushing
nausea (1.4%), and rash

A%),

in ition, the following evams were rapomu Infrequently
&s: than 1%] in angina or ension trials:

lovascular. Angina, arrhythmia, AV block (second- or
third-tlegree), bundle branch block, congestive heart failure,
ECG abnormalities, hypotension, paipitations, syncope, uchyl
cardia, ventricular extrasystoles
Nervous System: Abnormal dreams, amnesia, depression, gait
abnormality, hallucinations, insomnia, nervousness, pares-
thesia, Ipersunallty change, somnolence, tinnitus, tremor
Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth,
dysgeusia, dyspepsia, mild elevations of SGOT, SGPT, LDH,
and alkaline phosphatase (see hepatic warnings), thirst,
vomiting, welu t increase
Dermatological: Petechiae, photosensitivity, pruritus, urticaria
Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye irrita-
tion, hyperglycemia, hyperuricemia, impotence, muscle cramps,
nasal congestion, nocturia, osteoarticular pain, polyuria,
sexual difficulties
The following postmarketing events have been reported infre-
quently in patients receiving CAHDIZEM alopacna erythema
multiforme, exfoliative dermatit sym ms
gingival hyperplasia, harnolyiic anemia, Incr
time, leukopenia, purpura, retinopathy, and mmhmylupuru
In addition, events such as mgocardlai infarction have been
observed which are not rea ily distinguishable from the
natural history of the disease In these patients. A number of
well-documented cases of generalized rash, characterized as
rauk oclastic vasculills have been reported. However, a

ve cause and sffect relationship between these events

arlcl C.&RDIZEM therapy is yet to be established.

Prescribing Information as of January 1995

Marion Merrell Dow Inc.
Kansas City, MO 64114
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References: 1. Food and Drug Administration. Approved Drug
Products With Therapeutic Equivalence Evaluations (Orange
Book), US Dept of Health and Human Services. 14th ed.
Washington, DC; 1994, 2, Cardizem CD prescribing information
3. Data on file, Marion Merrell Dow Inc.
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No other
diltiazem is
therapeutically
equivalent to
Cardizem CD'

| |

i N umque hemodynamic and safety profile
(ORI for hypertension or angina®?
| IA md&effect discontinuation rate comparable to placebo in both hypertension and angina trials®

- ]U ‘ IMBE nlv reported side effects are headache (5.4%), bradycardia (3.3%), first-degree
e | AV Iogtk( /o) dizziness (3.0%), edema (2.6%), ECG abnormality (1.6%), and asthenta (1.8%)°

|
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