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Clears Nasal Congestion - Promotes Sinus Drainage

Deconamine® SR offers onset of action within 1 hour. Surprisingly, even some of
the newer antihistamine/decongestants do not deliver this rapid onset of action.

Balanced antihistamine/decongestant therapy for effective, long-acting relief

of sinusitis symptoms.
« Mild CNS effect Chlorpheniramine has been rated as having a low
) drowsiness factor. However, all cold/flu/allergy
» Low sedation’ medications may cause drowsiness in certain
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Briel Summary.ef Product Information
DECONAMINE® (brand of chlorpheniramine maleate and
d-pseudoephedrine HCI) SR CAPSULES, TABLETS, SYRUP
Consult package insert for full Prescribing Information
DESCRIPTION:
SR CAPSULES Each sustained-release blue and yelluw capsule containg
chlorpheniramine maleate. . . . mg
d-pseudoephearine hydrochloride !20 mg
The capsiles are designed to provide profonged release of medication
TABLETS Each scored, white tablet contains:
chiorpieriramine maleate. . . .. 4mg
d-pseudoephedning hydrochloride 3 60 mg
SYRUP — No alcahol, no dye.
Each 5 mL (leaspoonful) tear, colorless 1o shgnuy yellcm liquid contains:
chigfpheniramine maleate ceecomg
d-pseudoephedrine hydrachloride 0 mg
ina grape-llavored, aromatic vehicle.
INDI NS: DECONAMINE' is indicated lor the temporary relief of
Symploms such as rhinorrhea, sneezing and nasal cu stion due lo Upper
respiratory infections {the common cold), sinusitis or allargic thinitis; also 1o
help clear nasaj passages and shrink swollen n‘vembranes decongest sinus

CONTRAINDICATIONS: Pahanlswﬂhseverahypeﬂensmn severacoronary
artery disease and patients on MAO inhibitor therapy. DECONAMINE
di are also ated in patients sensitive to antihistamines
or sympathomimetic agents
WARNINGS: Chiorpheniramine maleate should be used with extreme
caulnnn in patients with narrow angle glaucoma, slenosng peplic ulger;
abstruction; symp prostatic f , or bladder
nack obstrucion. Due fo ils mid alropine-lika action, chiorpheniramine
maleate should be used cautiously in palients with bronchial asthma,
emphysema, or chronic pulmonary disease. May cause excitability especially
In children
Sympathomimetic amines should be used with caution in patients with
hypertension, ischemic heart disease, diabetes melitus. increased intraocular
pressure, hyperthyroidism and prostatic hypertrophy. Sympathomimetics
may produte central nervous system stimulation with convulsions or
:armnvascu.ar collapse with accompanying hypotension
dizziness o sleepl may occur af higher doses.
PRECAUTIONS: Information for patients: Antihistamines may impair
mental and physical abilities required for the performance of potentially
hazardous 1asks, such as driving a vehicle or operating machinery. Patients
should also be warned about possible addllns eHec!s with alcohol and other
central nervous Syslem yp 5}
Drug § ] hed dn'ugs should not be
given to patie n1shealed with monoamine uxmse [ﬁAO] inhibitors because
of the possibility of precipitating a hyperiensive crisis, MAQ inhibitors also
prolang and intensify the anticholinergic effecls of anllmslammas
patho-mimetics may reduce the
reserpme veratrum alkaloids and meramylamme
Alcohol and other sedative drugs will potentiate the sedative effects of
chiorpheniramine
Care should be taken in administering DECON d
e with ather symp imatic amines, since their combined
alfacls on 1he wdmascular system may be harmiul o the patient
Pragn:m; C. Animal reproduction studies hava not
ucted mm ECD AMINE rnadncallons It Is also not known
whether DECONAMINE® medications can cause fatal has
to a pregnant woman of can affect reproduction capacﬂy DECONAMINE
medications should be given to a pragnant woman only if clearly needed.
Nursing Mathers: Due 1o the possible passage of pseudoephedrine and
chiorpheniramine into breast milk, and because of the higher than usual risk
for infants from sympathomimetic amines and antinistamines, the benefit to
the mother vs. the polential risk should be considered and 2 decision should
be made whether to discontinue nursing or to discontinue the drug.
Pediatric Use: DECONAMINE® Capsules or Tablets should not be given to
children under 12 years of age
ADVERSE REACTIONS: Chiorpheniramine maleate: Slight to moderate
drowsiness may occur and is the most Irequent side effect. Other
possible side etfects of antihistamines in general include: General
urticaria, drug rash, anaphylactic shock, photosensitivity, excessive
perspiration, chills, dryness of mouth, nose and throat,
Cardiovascular: hypotension, headache, palpitation, tachycardia,
exirasystoles, Hematological: hemalytic anemia, thrombocytopenia,
agranulocytosis, CN‘S 5adat|nn dizziness, disturbed coordination,
fatigue, conf : tremor,
irritability, i auphnna h nlur{ed vision, diplopia,
verligo, tinnitus, hysteria, neunrls convu1srnn Gastrointestinal
epigastric distress, anorexia, nausea, vomiling, diarrhea,
y: urinary freq , difficult
urinary retention, early msnsas Respiratory: Ihncken:ngnl bronchial
sacra!rnns lightness of chast, wheezung and nasal stuffiness
nermwe ,'" npe\.rqu, in h
ic.dh e axmabtrﬂy resﬂessness dizziness,
weaknass and insomnia ma)' also occur. Headache and drowsingss have
alzo been reported. Large doses may cause lightheadedness, nausea and/
of vomiting. Sympathomimetic drugs have also been associated with certaln
untoward reactions including fear, anxiety, lenseness, restlessness, tremor,
\uealmass pallar, raspualu:y dlﬂlcuity dysuria, insomnia, hallucination,
, GNS o and cardiovascular coliapse with

tensive effect o

entral

nypulansmn

OVERDOSAGE: Acute overdosage may produce clinical signs of CNS
stimulation and variable cardiovascular effects. Pressor amines should be
used with great caution in the presence of pseudoephedrine. Patients with
signs of simulation should be treated conservatively.

DOSAGE AND ADMINISTRATION:

SR Capsules: Adults and children over 12 years, 1 capsule every 12 hours
Children under 12 years, DECONAMINE® Syrup is recommended

Tablets: Adults and children over 12 years, 1 lablel three or four times
daily. Children undar 12 years, DECONAMINE® Syrup is recommended
Syrup: Children 210 6 years, 1/2 teaspooniul (2.5 mL) three or four times daily
not to exceed 2 teaspoonfuls in 24 hours. Children & fo 12 years, 12 fo 1
teaspoonfil (2.5 to 5 mL) three or four times daily, not to exceed 4 leaspoonfuls
in 24 hours. Aduits and children over 12 years, 1 1o 2 feaspooniuls (510 10 mL)
three or four times daily. Children under 2 years, as directed by physician
Caution; Federal law prohibits dispensing without prescription
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Announcing

The American Medical Association
L]
Morris

Fishbein
Fellowship

July 1, 1996, through
e 30, 1997 -

Applications are now being taken for the Morris Fishbein Fellowship in Medical
Editing sponsored by the American Medical Association. Physicians inferested in
making a substantial commitment to medical editing are invited to apply for this

full-time 1-year fellowship program.

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

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

American Medical Association

Physicians dedicated to the health of America

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

Application Forms For an
application blank, please write to
Richard M. Glass, MD, Deputy Editor,
The Journal of the American Medical

Association, 515 N State St, Chicago, IL

60610,

Deadline for Applying Completed
applications should be forwarded as
soon as possible and must be received
no later than December 15, 1995.
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OF

FAMILY MEDICINE

The ARCHIVES OF FAMILY MEDICINE is a member of the consortium of AMA
journals listed below. The ARCHIVES reaches more than 81 500 readers in family
and general practice each month, in addition to paid subscribers. The complete
text of all AMA journals is available online from Dialog Information Services and
Information Access Company.

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

Archives of Family Medicine
_Archives of General Psychiatry
"Archives of Internal Medicine

Archives of Neurology

Archives of Ophthalmology

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

The ARCHIVES OF FAMILY MEDICINE (ISSN 1063-3987) is published monthly
by the American Medical Association, 515 N State St, Chicago, IL 60610, and is
an official publication of the Association. Second-class postage rates paid at Chi-
cago and at additional mailing office. GST registration number R126 225 556.
Canada Post International Publications Mail (Canadian Distribution) Sales Agree-
ment No. 319600. Printed in the USA.

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY
MEDICINE are as follows: $95 for 1 year, $190 for 2 years in the United States
and US possessions; in the Americas, 1 year, $130, 2 years, $260; the rest of the
world, 1 year, £90, 2 years, £180. The institution rates are as follows: $105 for 1
year, $210 for 2 years in the United States and US possessions; in the Americas,
1 year, $140, 2 years, $280; the rest of the world, 1 year, £97, 2 years, £194. Rates
for subscriptions for delivery to Japan are available through our exclusive agents—
contact the publisher. Special rates for residents and medical students in the United
States and US possessions are available. Address inquiries to Subscriber Services
Center, American Medical Association, PO Box 10945, Chicago, IL 60610. Phone:
(800) 262-2350. Fax: (312) 464-5831. For mailing addresses outside the United
States and US possessions, see International Subscription Information.

CHANGE OF ADDRESS—POSTMASTER, send all address changes to ARCHIVES
OF FAMILY MEDICINE, /o Subscriber Services, American Medical Associa-

tion, 515 N State St, Chicago, IL 60610. Please notify us of address change at
least 6 weeks in advance to ensure uninterrupted service. Include both old and
new addresses, a recent mailing label, and new ZIP code. For mailing addresses
outside the US and US possessions, see International Subscription Information.

SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services Center, American Medical Association, PO Box 10945,
Chicago, IL 60610, or call (312) 670-SUBS (670-7827) between 8:30 AM and
4:30 M CST. Fax: (312) 464-5831. For mailing addresses outside the US and
US possessions, see International Subscription Information.

INTERNATIONAL SUBSCRIPTION INFORMATION—Subscriptions outside the United
States and US possessions are served according to geographic region. Please ad-
dress correspondence to the following two offices based on delivery address: 1)
For delivery in North America, Central America, and South America, contact Sub-
scriber Services Center, AMA, PO Box 10945, Chicago, IL 60610, USA. Phone:
1-312-670-7827. Fax: 1-312-464-5831; 2) For delivery outside the Americas, con-
tact JAMA & Archives Journals Reader Services Centre, PO Box 299, London,
England WC1H 9TD. Phone: 44-(0)-171-383-6270. Fax: 44-(0)-171-383-6402.

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

For bulk reprint orders for distribution by commercial organizations, please
contact Wanda Bartolotta, 500 Fifth Avenue #2210, New York, NY 10010. Phone:
(212) 354-0050. Fax: (212) 354-1169. For reprint orders in limited quantities
for distribution by educational organizations, please contact Joseph R. Rekash,
515 N State St, Chicago, IL 60610. Phone: (312) 464-2512. Fax: (312) 464-
5835.

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

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific pub-
lications. A copy of these principles is available on request. The appearance of
advertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.
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Reducing Perioperative Myocardial
Infarction Following Vascular Surgery:
The Potential Role of p-Blockade

Objective: To determine which perioperative vari-
ables may influence the occurrence of perioperative myo-
cardial infarction (PMI) following vascular surgery.
Design: Case-control study.

Setting: Combined Veterans Affairs Medical Center—
university hospital vascular service.

Patients: During a 4-year period, all major vascular sur-
gical operations (N=2088) were evaluated with serial post-
operative electrocardiography and cardiac enzyme mea-
surements. Patients with PMI following nonemergent
vascular surgery (N=53) were matched with randomly
selected control patients without PMI (N=106) for age,
gender, type of operation, hypertension, and symptoms
of coronary artery disease.

Main Outcome Measures: The two groups were com-

pared for operative blood loss, blood pressure, and heart
rate as well as length of operation, type of anesthetic, and
use of perioperative B-blockers, nitroglycerine, calcium
channel blockers, vasopressors, and angiotensin-
converting enzyme inhibitors.

Results: B-Blockers were used less frequently in
patients with PMI than in control patients without
PMI (30% vs 50%; P=.01). Overall B-blockade was
associated with a 50% reduction in PMI (P=.03).
Perioperative myocardial infarction was not associated
with length of operation, type of anesthetic, blood
pressure, or use of other medications.

Conclusions: B-Blockade is associated with a
decreased incidence of PMI in patients undergoing
vascular surgery. Prophylactic perioperative use of
B-blockers may decrease PMI in patients requiring
major vascular surgery. A prospective randomized trial
of B-blockers in these patients appears to be
warranted.

(1995;130:869-873) Richard A. Yeager, MD, et al, Port-
land Veterans Affairs Medical Center, Surgical Service 112P,
PO Box 1034, Portland, OR 97207.
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Increase your
profitability and
achieve greater
clinical autonomy.

Capitation

The Physicians”™ Guide

Why some physicians
succeed under capitation
while others just get by

Capitated arrangements are growing dramatically and your ability to
effectively deal with capitation will determine your financial future.
If done incorrectly, you can reduce or restrict your income.

If you have the right information and manage it well, you stand to
increase your profitability and achieve greater clinical autonomy
through capitated payment plans. A new book, Capitation: The
Physicians' Guide, developed specifically for the physician by the AMA,
describes those issues you must confront in understanding capitation,
assessing and negotiating a capitation contract, and the right ways to
practice and profit within it.

Capitation: The Physicians’ Guide will help you:

» Master the concepts of capitation, how it works, how it differs from fee-for-
service, how it can become an important source of revenue for your
practice, and how it can actually increase your clinical autonomy.

 Negotiate a profitable capitation agreement by understanding the
contract's elements and their implications for your practice.

* Reduce financial uncertainty by learning to compute capitation rates and
evaluate their true value.

» Select the right consultants for contract negotiations.

» Choose the right strategies for adapting your practice and management
style to succeed in capitation.

Guarantee Your satisfaction is guaranteed. If Capitation: The
Physicians’ Guide does not provide you the benefits described, return
the book within 30 days for full refund. A

Capitation: The Physicians’ Guide
Order #: OP601595UA

AMA member price: $34.95
Nonmember price: $48.95

300 621-8335

Visa, MasterCard, American Express and Optima accepted. Shipping charges apply.
Add local taxes if applicable.
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Journals
on CD-ROM. Superb reference materials have tradi-
tionally played a critical role in the practice of medi-
cine. However, with the body of knowledge expanding
so rapidly, along with increased pressures to maintain
a broader base of expertise, conventional formats alone
are no longer enough.

Now, with JAMA & Archives Journals on CD-ROM,
you can easily search, cross-reference, print and save

journal articles, along with a
five-year journal index.

An easy-to-use format, based
on the journals themselves, s
makes the act of browsing the | re "™
material very familiar. The pow- | &=,
erful access capabilities quickly
retrieve exactly the information
you need.
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This vyear
over 46,000
women will die

from breast cancer.

If she doesn’t make
a mammogram appointment,
you can’t help save her life.

For her, it’s just as simple as brushing her teeth or taking a vitamin.
But if you don’t remind her, she may forget about one of the
simplest yet most valuable steps in taking care of herself —

a mammogram.

October is National Breast Cancer Awareness Month (NBCAM).
Don’t let her forget. Make sure she schedules a mammogram, because
early detection can find what she may not be able to feel. So you can
help save her life.

NBCAM supports the Clinton Administration’s Medicare
Mammography Awareness Campaign which encourages Medicare-
eligible women to take advantage of Medicare coverage for screening
and diagnostic mammograms.

October 19 is National Mammography Day —
A good day for a mammogram.

To locate a mammography facility in your area,
call any of the following numbers:

American Cancer Society
1-800-ACS-2345

The Susan G. Komen Breast Cancer Foundation
1-800-1'M AWARE

National Alliance of Breast Cancer Organizations
(NABCO) 1-800-719-9154

Y-ME National Breast Cancer Organization
1-800-221-2141

NATIONAL BREAST CANCER AWARENESS MONTH

PR 1022 © 1995 Zeneca Inc.



Patients prefer cough tablets,
and so will you when you see
the unique Brontex-formula.

Patients prefer the tablet form more than 2:1 over liquids:

At a 10 mg codeine dose, only Brontex provides a therapeutic
level of an expectorant (per Federal guidelines).

Competitors’ liquids don't.

The Federal “Cough/Cold” Monograph requires 200-400 mg of guaifenesin for a dose
to be therapeutic. The 300 mg level of expecrorant in Brontex, which is not available in
a teaspoon of any codeine cough liquid likely due to taste and solubility limitations, is
made possible by the unique tablet form. And, since the tablet form is patient-preferred,
Brontex not only has the formula for you, but the form for your patients as well.

| FROM THE MAKERS OF ENTEX® PRODUCTS |

Brontex:
CODEINE PHOSPHATE.. 10mg
GUAIFENESIN.......... 300mg

RIGHT FORM. RIGHT FORMULA.

Because Brontex contains codeine, some
patients may experience dizziness, sedation,
nausea, emesis, and constipation. Please see
brief summary of prescribing information
on next page.

* I 2 recent survey among 100 cough sufferers who took Brontex tablets snd
a prescription cough lausd in the past 12 months. Survey conducted via
prographically dispenad pharmacics. 71% of patiens expressed a preference
jor the rablet form, 24% of paticnts expressed 4 preference for Biquid form,
and 5% of parients cxprossed no preference for cither form. Data on file.

1 The most commonty prescribed dose of mos codone/guasfonesn producns
i 1 teaspoon (1994 NDTT data). Recommended achule dosage for maont
oondeing,/guifenesin producs is 2 teaspoons cvery 4 boan
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Srontexa

CODEINE PHOSPHATE...10mg

(Warning: May be habit forming)

GUAIFENESIN.........

.300mg

RIGHT FORM. RIGHT FORMULA.

Effective cough relief
in a tablet form

that patients prefer
more than 2:1.

At a 10 mg codeine dose, only Brontex
provides a therapeutic level of an
expectorant (per Federal guidelines).

Competitors’ liquids don't.

References

L. Cold, Cough, Allergy, Bronchodilator, and Antiasthmanc Drug Products for Overthe-Counter Human Use;
Expectorant Drug Products for Over-the-Counter Human Use; Final Monograph, Final Rule. Federal Reguter, Vol. 54,
No. 38, Tucsday, February 28, 1959

Please see brief summary of preseribing informarion below

Brontex®

(codeine phosphate/guaitenesin) tablets

DESCRIPTION: Each Brantex” tablet and 4 teaspoanfuls (20 mL) of Brontex iquid contains
codeing phosphate ~10mg
Warning — May be
guaifenesin............ 300 mg
INDICATIONS AND USAGE: Temporarily relieves cough due to minor throat and bronchial irritation as may occur with a
cold, or inhaled irritants. Heips Inosen phlegm (mucus) and thin bronchial secretions to rid the bronchial passageways
of bothersome mucus. _ e g
CONTRAINDICATIONS: Bronlex tablets are contraindicated in patients with known hypersensitivity to any of its
ﬁmdlenls. Brontex tablets are contraindicated for use in patients with asthma. i )

INGS: Codzine is not recommended for use in pediatric patients undler 2 years of age. Pediatric patients under 2
years may be more susceptible o the respiratory depressant effects of codeine, including respiratory arrest, coma, and

death.
PRECAUTIONS: General: Codeine should be used with extreme caution in patients with severe CNS depression,
respiratory depression, or those prone to respiratory depression, acute alcohofism, chronic pulmeonary disease and
those with substantially decreased respiratory reserve. Codeine should be administered with caution in patients with
acute abdominal conditions, Istve disorders, significant hepatic or renal impairment, faver, hypothyroidism,
Addison's disease, ulcerative colitis, prostatic hypertrophy, in patients with recent gastrointestinal or urinary tract
surgery, and in the very dyuurbu or elderly or debilitated patients.
Administration of codeine may be accompanied by histamine release and should be used with caution in
ediatric patients with a!ggiy.
e of codeine should not be increased i cough fails to respond; an unresponsive cough should be reevaluated in 5

days or sooner for possible undertying pathology, stich as foreign body or lower respiratory tract disease.
Codeine may caus or aggravate constipation.
Hypotensive Eftects: Codeine may produce hypotension in ambulatory patients.
Head Injury and Increased Intracranial Pressure: The risk of respiratory depression and elevation of cerebrospinal
fluid pressure is increased by opiate agonists, including codeing, iIﬁfﬂe presence of head injury, intracranial lesions, or a
pre-existing increase in intracranial pressure. They also may produce adverse reactions such as sedation and pupillary
c,hangfes which may obscure the chinical course of patients with head injuries.
Respiratory jons with Productive Cough or Chronic Respiratory Disease: The risks and benefits of opiate agonists
or cough suppressants, including codeine, should be carefully considered in illness associated with productive cough or
in chronic respiratory disease where interference with ability to clear the tracheobronchial tree of secretions would have a
deleterious eftect on the patient's respiratory function. il
Information for Patients: Brontex tablets may cause marked drowsiness or may inTair the mental and/or physical abilities
required for the performance of potentially hazardous tasks, such as driving a vehicle or operating machinery. Ambulatory

ients should be told to avoid engaging in such activities until it is known that they do not become drowsy or dizzy from

ex tablats. Pediatric patientsshoul hssupmisedtuavuodpﬂ!emmlharminbakeﬁdisgminulmmazaldeusact ies.

The concomitant use of alcohol or other central nervous system depressants, including opiate agonists, sedatives,
hypnatics, and tranquilizers, may have an additive effect and should be avoided or their dosage reduced.
Codaine, like other opiate agonists, may produce orthostatic hypotension in some ambutatory patients. Patients should be
camiunedaccurdin%a.
Drug Interactions: Caution should be used when taking this product with CNS depressants including alcohol, sedatives,
quiizers and drugs used for dep L ly i ouidase inhi (MAQIs). These combinations may
cause greater sedation than is caused by the products used alone.
Drug/Laboratory Tes! Interactions: Guaifenesin has been reported to interfere with clinical laboratory determinations of
urinary 5-hydroxyindoleacetic acid (5-HIAA) and urinary vanillyimandelic acid (VMA).
Because opiate agonists may increase bilkary tract pressure, with resultant increases in plasma amylase or lipase levels,
determination of enzyme levels may be unreliable for 24 hours after an opiate agonist has been given
Carcinogenesis, Mutagenesis, Impairment of Fertility: Studies with Brontex tablets in animals fo

jenesis, M t 3 evaluate carcinogenic,
mitagenic, or impairment of fertility patential have nat been conducted. Studies conducted by the National Toxicology
Program with codaine in rats and mice to evaluate its carcinogenic potential are in progress,

gnancy:
_Tlrlhmﬁ; Effects: Pregnancy Category C. Animal reproduction studies have not been conducted with Bronlex tablets. It
Is ais0 not known whether Brontex tablets can cause fatal harm when administered to a pregnant woman or can affect
reproduction capacity. Bromtex tablets should be given to a pregnant woman only if clearty needed.
Studies with codaing in hamsters and mice o evaluate its developmental toxicity g&!;nha! have been reparted by the
MNational Toxic Program. Codeine produced a decrease in mean fetal weight in hamsters and mice, but did not
roduce structural malformations.
onteralogenic Effects: Dependence has been reported in newborns whose mothers took opiates regularly during
%eunancy. Signs of withdrawal includa irritability, excessive crying, tremors, hyperrefiexia, fever, vomiting, and diarrhea,
e signs usually disappear during the first few days of life.

Brontex® (codeine phosphate/guaifenesin) tablets

Labor and Delivery: Use should be avoided aurln?_:hnr and defivery. Opiates cross the placental barrier. The closer to
delivery and the larger the dose used, the greater the possibility of respiratory depression in the newborn. If the mother
received opiates during labor, the newbom should be closely observed for signs of respiratory depression. Resuscitation,
and in severe cases, naloxong may be required. Codeine may also prolong labor. i

Nursing Mothers: Codeing Is excreted in breast milk in amounts that are probably insignificant when given at usual
therapeutic dose. It is not known whether guaifenesin is excreted in breast milk. Caution should be exercised when
Brontex tablets are administered to a nursing mother, The ggssihl ity of clinically important amounts of codeine being
excreted in breast milk in individuals abusing codeine should be consi ,

Pediatric Use: Brontex tablets are not recommendsd for use in pediatric patiants below the age of 12 years. Brontex liquid
15 not recommended for use in pediatric patients below the age of 6 years.

ADVERSE REACTIONS:

: GNS depression, particularly respiratory depression, light-headedness, dizziness, sedation, euphoria,

dysphoria, headache, transient hallucination, disorientation, visual disturbances, and convulsions.

Cardiovascular; Tachycardia, bradycardia, palpitation, fai syncope, orthostatic h

agunls!s%;?iu circulatory depression

Gastroinlestinal: Nausea, vomiting, stomach pain, constipation, and billary tract spasm. Patients with chronic ulcerative

ﬁahgres may nr:e%erience increased colonic motility; in patients with acute ulcerative colitis, toxic dilation

as been reported.

Genitourinary: Oliguria and urinary retention; antidiuretic etfect has been reported (common to oplate agonists),

Allergic: Infrequent pruritus, urticaria, angioneurotic edema, laryngeal edema, and rare anaphylactic reaction.

Other: Hushm%ﬂf the face, sweallmi. and weakness.

IlﬂU%llelausgs D DEPENDENCE: lex tablets are a Schedule |1l Controlled Substance. Bronbex liquid is a Schedule V

controfled substance. g

Codeine is known 1o be subject to abuse; however, the abuse potential of oral codeine Is lower than that of most other

gﬁdm agonists because of its lower patency at therapeutic doses. However, codeine must be administered only under
se supervision to patients with a history of drug abuse or dependence. 3

icalgependenca, physical dependence, and tolerance ara known to occur with codeine.

Nervous

o opiate

Signs and Symploms: Serious overdose with codeine is characterized by respiratory depression {a decrease in
respiratory rate and/or tidal volume, Cheyne-Stokes respiration, cyanosis), extreme somnolence progressing to stupor or
coma, miosis (mydriasis may occur in terminal necrasis or hypoxia), skaletal muscle flaccidity, cold and clammy skin, and
sometimes bradycardia and ension. In severs overdosage, apnea, circulatory collapse, cardiac arrest and death may

oceur.
Treatment: The of ge should provide symptomatic and supportive care, Primary attention should be
given to the reastablishment of adequate respiratory exchange through provision of a patent airway and the institution
of assisted or controlied ventilation as y. The narcotic antagonist naloxone Is a specific antidote against
respiratory depression resulting from overdosage or unusual sensitivity to opiate agonists, including codeine. Therefore,
an appropriate dose of naloxone hydrochloride (see package insert) may be administered, nraiarath the infravenou
route, and simultaneously with efforts at respiratory resuscitation, Since the duration of action of codeine may ex

that of the antagonist, the patient should be kept under continued surveillance and repeated doses of the antagonist
should be administered as needed to maintain adequate respiration.

An antagonist should not be administered in the absence of chinically significant respiratory or cardiovascular depression
DOxygen, intravenous fluids, vasopressors and other supportive measures should be employed as indicated.
It the amount ingested Is considered dangerous or & , induce vomiting with ipecac syrup unless the patient is
pummtsinq. comatose, or has lost the reflex, in which case perform gastric lavage using a large-bore tube. If
indicated, follow with activated charcoal and a saline cathartic.

DOSAGE AND ADMINISTRATION:

Adults and bﬁsﬂhm patients 12 years of age and older: ong tablet every 4 hours.

Brontex tablets are not recommendad for pediatric patients under 12 years of age.

Liquid: Adults and pediatric patients 12 years of age and older: 4 teaspoonfuls every 4 hours. Pediatric patients 6 to
under 12 mrs of age: 2 teaspoonfuls every 4 hours.

HOW SUPPLIED:

Brontex tablets are available as a red, capsule-shaped tablet, embossad “BRONTEX".
NODC 0149-0440-01 bottle of 100.

Brontex liquid is available as NDC 0148-0441-16 1 pint (473 mL) bottle.
Store at cantrolled room lemperature (59°-86°F or 15°-30°C).
CAUTION: Federal law prohibits dispensing without prescription.

Procter & Gamble Pharmaceuticals
Cincinnati, Ohio 45202
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Because your practice is changing ...

Archives of Family Medicine introduces Archives

Journal Club/Women's Health

As a family physician you are
responsible for providing full-service, primary
care to your female patients more than ever
before. And with so many advances in clinical
medicine, you're constantly seeking the
information you need to provide quality care

for your female patients — and establish a

sound patient base.

Look to Archives of Family Medicine

g § * Multidisciplinary information —
for the information you need. available from no other single source
Archives ]am‘.mf Cfubﬂ)famm} .f{m;’rh will be a special * Quick to read — the latest
part of Archives of Family Medicine for the second half information in summary format

of 1995. Designed to keep primary care physicians
up-to-date with the important issues and advances in
women's health, this section provides the information
you need to make the right decisions for your female patients in * Authoritative — brought to
this new practice environment. you by the world's largest

medical publisher

* Clinically relevant — current
knowledge useful in your daily practice

Archives of Family Medicine is meeting the challenge

of healthcare in the 90's. For summaries of the latest
news in all fields affecting medical care for women, you
will find it this year in Archives Journal Club/Women's
Health— only in Archives of Family Medicine.

For subscriber information
call 1-800-AMA-2350
FAX: 312-464-5831

American Medical Association

Physicians dedicated to the health of America




Physicians: You need not
sell out to anyone.

Properly organized, physicians
can provide the highest quality
managed care.

A Guide

to Forming

! Networks

To physicians who have the determination and willingness to invest
effort and capital in the formative stages, the physician organization
can offer tremendous control over their own destinies. If you are
interested in exploring formation of a physician directed managed care
network, this new best selling book by the American Medical
Association is for you.

A Guide to Forming Physician-Directed Managed Care Networks is
an introductory guide that describes the two major types of physician
networks (regional physician organization and the fully integrated
regional group practice) and outlines the significant steps involved in
forming such networks.

From initial policy decisions about size and scope to incorporation and
operational infrastructure to marketing and contracting, this guide
offers information and guidance on fundamental issues and sugges-
tions for avoiding organizational pitfalls. A concluding discussion of
legal and regulatory matters includes information specific to forming
physician networks.

The Guide is written in an easy-to-read style and contains 22 charts
with 16 referrals to additional sources of information. Published
February 1995. 52 pages, softbound.

Guarantee: Your satisfaction is guaranteed. If A Guide to Forming
Physician-Directed Managed Care Networks does not provide you the
benefits described, return the book within 30 days for full refund.

A Guide to Forming Physician-Directed Managed Care Networks
Order #: 0P652494UA :

AMA member price: $17.95

Nonmember price: $25.95

300 621-6335

Appropriate US State or Canadian sales tax plus shipping and handling will be added as
applicable. Visa, MasterCard, Optima or American Express accepted.

American Medical Association

Physicians dedicated to the health of America
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ow o Use Archives
Journal Club

Archives Journal Club draws on the American Medical Association’s vast net-
work of editors, reviewers, and specialist physicians to identify the most im-
portant articles in the world literature relevant to the treatment of women pa-
tients—not only from the weekly JAMA and the AMA’s nine primary-source
Archives specialty journals, but from more than 50 other journals from around
the world. The Journal Club presents a “windows approach” to the medical
literature by providing structured summaries of the selected articles, with a
clinical conclusion by a specialist in that area that attempts to address the more
practical implications of the article.

Visit the World Wide Web

By virtue of receiving each issue of Archives Journal Club, you participate in a
“virtual journal club” with thousands of members. The complete text of Archives
Journal Club is available on the World Wide Web as well as in print. To access
the Journal Club on-line, simply use your PC and modem to reach the Inter-
net. Commercial online services such as America Online, Compuserve, and
Prodigy provide Internet browsers, or you may use your own browser soft-
ware such as Netscape Navigator.

The address for the American Medical Association’s Web site is http:/
www.ama-assn.org Click on the Archives Journal Club/Women’s Health icon
to scan the full text of the latest issue. You are also welcome to browse the site
for other medical information from the AMA including the latest abstracts from
the AMA scientific journals, Medical News Briefs from American Medical News,
information about AMA membership, the Federation directory, and more.

Ordering Full Text of Articles

Most of the journals from which Journal Club articles are selected participate
in one or more document delivery services. Full-text copies of the original ar-
ticles are available through the following sources. Per-copy charges for these
articles are established by the individual publishers, not by the AMA or the
Archives Journal Club.

Genuine Article/Institute for Scientific Information
Phone: 215-386-0100, ext. 1140-1145

Fax: 215-386-4343 and 215-222-0840

Internet: TGA@ISINET.COM

Uncover Company

Phone: 303-758-3030

Fax: 303-758-5946 .
Internet: database.carl.org

UMI InfoStore
Phone: 800-248-0360
Fax: 415-433-0100

Questions or Comments About Archives Journal Club

Questions, comments, and suggestions about the journal Club can be addressed
to the Publisher, Archives Specialty Journals, 515 N State St, Chicago, IL 60610,
or may be left on the World Wide Web at the Internet address shown above.
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Treasure.

Introducing the complete text and graphics of
JAMA & Archives Journals on CD-ROM. Mine the
wealth of medical information from 10 of the world’s
most respected journals by tapping a few buttons on
your computer.

This practice-enhancing tool provides powerful

search capabilities (keyword, subject, article type, etc.)

in an easily browsable format that journal readers
will find appealing and familiar.

Research that used to take hours now takes min-
utes. You'll be more apt to seek information when it's
this easy to locate, print and save. Anyone in your
practice can do it.

See how simple CD-ROM can be with this special
offer, featuring;

* Complete 1994 content

® Reference Links - clickon  ® Print/Save - print full text
cited reference for pop-up and graphics, save full
citation text into ASCII file

e Full MEDLINE"Record ~ * Quick Outline Viewing -
Links and 5-Year Abstracts  locate article sections

® 5-Year Journal Index

Introductory 599 5

Offer Only

O Yes, send me the 1994 JAMA & Archives
Journals on CD-ROM.

(Offered to individuals only; call for institutional rates)

To order by phone call:

1-800-AMA-2350

Mail coupon to: AMA Subscription Dept-CD, PO.10946, Chicago, IL 60610-0946.

Or, fax to312-464-5831

System Requi Aind or DOS, 386 /486 PC running 16-color VGA. Macintosh
will soon be available for 1996 data. OVID Software from OTI Technologies, Inc
Coming Soon (more details with your order); 1995 Full-Year Collection,

1996 Cumulative Quarterly Subscription

Please complete and return with your order:

Name| | |
JMD/DO
Address

d Other (please specify)

City!

Country| | | |

Zip/Postal Code

PhoneNumber| | | 1 | ( 1 1 & 1 & 1 1 1

' Check enclosed, payable to AMA A VISA dM.C. 1 AmEx
Card #

Exp. Date _Signature
Paymenk must acconipany onder. Nonrefundable. Residents in AZ CA, CT, DX IL, TA MN, NJ, N NC WI

add required sales tax. In Canada, add GST. Outside the US. & Canada, sdd 530 PSFAA
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Betore You Buy...

Consider the Benefits of Leasing with AT&T Capital.

Minimize your time investment.

Time is one of your most precious assets. Buying or leasing  of your choice — foreign or domestic ~ at a dealership near
a car can be very time consuming. So let AT&T Capital wotk  you. And when you’re ready for a new vehicle, leasing elimi-
for you. You can lease the vehicle of your choice without  nates the hassle of selling a used car. You simply return the
ever leaving your office! Just call us and we’ll vehicle at the end of the lease after all lease
locate the best deal available on the model obligations have been met.

Maximize your cash flow.

With leasing, you conserve capital. No down-payment  Leasing a car typically results in lower monthly payments
is required at the beginning of a lease, so the money than installment financing. You only pay for and have

you conserve is available for alternate uses. use of the vehicle during the term of the lease.

Maintain flexible options.

Auto leasing gives you the flexibility to drive a new car every  existing lease at any time after 12 months, return the vehicle,
few years. If your vehicle needs change during the term  and apply for a new vehicle that better suits
of the lease, you may buyout your  your current needs.

Convenient “One-Stop” Shopping
Automotive Experts e Price Negotiation ‘
Flexible Terms and Options

Call: 1 800-262-AUTO

AMA Financing & Practice Services, Inc.

A Subsidiary of the American Medical Association




In studies up to 5 years, cumulative Gl side effects included diarrhea (14%), dyspepsia (13%), and
abdominal pain (12%). In patients ttﬁajad chronically with NSAID therapy, serious Gl toxicity such as
perforation, ulceration, and bleeding ca ur. As with other NSAIDs, rare renal and hepatic reactions have
been reported. Please Seg pi _ecautmns ectionof prescribing information. Contraindicated in patients who

vity to aspirin, Relafen, or other NSAIDs. Should not be given to patients in whom
aspirin or other NSAIDs mducaasthma urtlcaﬂa‘ or other allergic-type reactions.

r‘- 4
Please see references and brief summary of bresarbing information on adiocent poge.




into everyday

activities

Relafen® provides potent anti-inflammatory relief of RA and OA
with less than I* incidence of peptic ulcer

Relafen helps patients meet the challenges of everyday tasks by significantly
reducing joint pain, morning stiffness, and other symptoms associated with

RA and OA And, Relafen safely meets the Effective relief with a low
incidence of peptic ulcer

challenges of living with arthritis by minimiz-
ing the risk of serious Gl damage. In fact,
long-term studies lasting up to 2 years indi-
cate Relafen has a less than 1% incidence of

peptic ulcer:’



References 1. Emery P, Clarke A, Wiliiams P, et al. Nabumetone compared with naproxen in the treatment of
theumatoid arthritis: a multicenter, double blind, randomized, parallel group trial in hospital outpatients. J
Rheumatol. 1992;19(suppl 36).41-47. 2. Data on file, SmithKline Beecham Pharmaceuticals. 3. Fleischmann
RM. Clinical efficacy and safety of nabumetone in rheumatoid arthritis and osteoarthritis. J Rheumatol.
1992:19(suppl 36):32-40. 4. Pisko EJ, Bockow BI, Box P, et al. Six-month multi-center study companng
nabumetone with naproxen in the treatment of ostecarthritis. Am J Med. 1987; ;83(suppl 4B):86-91. 5. Relafen

(nabumetone) Prescribing Information.

RELAFEN®
brand of nabumetone

Brief S Consult full ibing i ion before using.

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

The parent compound is a prodrug, which goes hepatic b i
2-naphthylacetic acid {MNA), a potent inhibitor of prostaglandin synthesis.

to the active compgnent, 6-methoxy-

INDICATIONS AND USAGE: Acute and chronic of signs and of hritis and rh
arthritis.
CONTRAINDICATIONS: Patients (1)whoh ly exhibited b ity toit; (2}inwhom Refafen, aspirin

or gther NSAIDs induce asthma, urticaria or other allerglc type reactions.

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

In controlled clinical trials involving 1,677 patients treated with Relafen (1,140 followed for one year and 927 for two
years), the cumulative incidence of peptic ulcers was 0.3% {95% CI; 0%, 0.6%] at three o six months, 0.5% {85% CI;
0.1%, 0.9%] at one year and 0.8% {35% CI; 0.3%, 1.3%) at two years. [nform patients of the signs and symptoms of
serious G.}. toxicity and what steps to take if they occur. In patients with active peptic uicer, weigh the benefits of
Relafen 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
to offset the potential increased risk of G.I. toxicity.
PRECAUTIONS: Because hepatic li of Relafendosage is
generally necessary in patients with renal insufficiency. However, as with ail NSAIDs monitor patients with impaired
renal function more closely than patients with normal renal function.

Evaluate patients with symptoms and/ar signs suggesting liver dysfunction, or in whom an abnormal liver test has
occurred, for evidence of the development of a mare severe hepatic reaction while on Relafentherapy. If abnormal liver
tests persist or worsen, if clinical 5|gns and symptoms consistent with liver disease develop, or if systemic

benefit sufficient

ded dosage range),

manifestati {e.q., hilia, rash, etc.), Relafen. Use Relafencautiously in patients with severe
hepatic impairment.

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

Based on U.V. light photosensitivity testing, Aefafenmay b iated with more tosun exp than might

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 ase used for less serious conditions
where treatment without NSAIDs may represent an acceptable alternative to both the patient and the physician

Exercise caution when administering Aelafen with warfarin since interactions have been seen with other NSAIDs.

In two-year studies conducted in mice and rats, had no ically signifi ic effect.
did not show ic potential in the Ames test and mouse micronucleus test in vivo. However,

nabumetone- and 6MNA-treated lymphocytes in culture showed chromasomal aberrations at 80 meg/ml and higher

concentrations {equal to the average human exposure to Aefafen at the maximum recommended dose}.

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

Pregnancy Category C: Nabumetene did not cause any teratogenic effect in rats given up to 400 mg/kg 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
no adequate, well-controlted 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 Aelafenon labor and delivery in women are not known. As with other dr to inhibit pl
synthesis, an increased incidence of dystocia and delayed parturition occurred in rats treated throughout pregnancy.

Itis not known whether nabumetone or its metabolites are excreted in human milk; however 6MNA is excreted in the
milk of factating rats. Because of the possible adverse effects ofp drugson
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 Reiafen, 411 patients {24%) were 65 years of age
or 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. Similar results were observed in a one-year, non-U.S. postmarketing
surveillance study of 10,800 Refafen patients, of whom 4,577 patients (42%} were 65 years of age or older.
ADVERSE REACTIONS: Incldenco >1%—Prohahly Cauully Relamd—Dlarmea (14%), dyspepsia (13%),
bdominal pain (12%], nausea positive stool guaiac*, dry mouth, gastritis, stomatitis,
vomiting, dizziness”, L fatlgue, ner pruritus®, rash*®,
tinnitus”, edema*.
*Incidence of reported reaction between 3% and 3%. Reactions occurring in 1% to 3% of the patients are unmarked.
id 1%—Probably Related'—A i ic jaundice, duodenal ulcer, dysphagia, gastric

ulcer, g 3 bleeding, i appeute liver function abnormalities, melena, asthenia,
agnauon anxiety, ion, malaise, p , tremor, vertigo, bullous eruptions, photasensitivity,
urticaria, pseudnporphyna Cutanea tatda toxic eprdermal necrolys/s vasculitis, weugm gain, dyspnea, eosinaphilic
T ia, azolemla /D itial nephritis, nep
syndlame vagmal bleeding, | vision, hylactoid reaction, anaphylaxi: i ic edema.
<1%—Causal ionship Unk '—Bilisubinuria,
glossitis, pancreatitis, rectal bieeding, mghtmares acne, alopecia, erymemamulrlfurme Stevens-. Johnsan§yndrome
angina, arrhythmia, hypertension, syncope, asthma, cough,
dysuria, hematuria, |mputence renal stones, taste dhls?rder , fever, chills, anemia, leukopenia, granulocytopenia,
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 stamach by vomiting or Iavage and institute general supportive

measures as necessary. Activated charcoal, up to 60 grams, may eff

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

One uvevdose accurred in a 17-year-old female patient who had a history of abdominal pain and was hospitalized for
pain of 30 Refafen tablets (15 grams total). Stools were negative for accult

blood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She was given an

from the hospital without sequelae.

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

food. Some patients may obtain more symptomatic relief from 1500 mg to 2000 mg daily. Dosages over 2000 mg daity

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 onty}.

Store at controlied room terperature {59° to 86°F) in well-closed

500 mg 100's: NDC 0028-4851-20

500 mg 500's: NDC 0028-4851-25

500 mg SUP 100's: NDC 0029-4851-21

BRS-RLLL7

dispense in light-resistant container.
750 mg 100°s: NDC 0029-4852-20
750 mg 500’s: NDC 0029-4852-25
750 mg SUP 100°s: NDC 0029-4852-21
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need within 24 hours!

Information fast . . . information complete

Now there’s a convenient way to get the article you need —
when you need it. Document delivery puts any article from the
American Medical Association (AMA) clinical journals at your
fingertips, complete with charts, figures and graphics. Articles
from any issue of JAMA and the Archives journals are available,
whether they were published last week or even decades ago.

Order by phone, fax or computer

It's quick and convenient to arrange delivery of an article

using the sources below. A black and white copy of the article
will be sent within 24 hours of your order. Articles can be
delivered by fax, or you can choose from other delivery options,
including overnight service.

When you need an article that was published in JAMA or the
Archives journals, and time is important, contact these sources
for fast document delivery:

The Genuine Article

Institute for Scientific Information

3501 Market Street

Philadelphia, PA 19104

Phone: 1-215-386-0100, ext 1140-1145
Fax: 1-215-386-4343 and 1-215-222-0840
Internet; TGA@ISINET.COM

The Uncover Company

3801 E. Florida Ave., Suite 200

Denver, CO 80210, USA

Phone: 1-800-787- 7979

Fax: 303-758-5946 R
Internet; database.carl.org

UMI InfoStore

500 Sansome Street, Suite 400
San Francisco, CA 94111
Phone: 1-800-248-0360

Fax: 415-433-0100
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Articles available from these AMA journals:

JAMA: The Journal of the American Medical Association
Archives of Dermatology # Archives of Family Medicine
Archives of General Psychiatry e Archives of Internal Medicine
Archives of Neurology e Archives of Ophthalmology
Archives of Otolaryngology-Head & Neck Surgery
Archives of Pediatrics & Adofescent Medicing e Archives of Surgery
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CARDIZEM

(d”tiazem HCI ) 190-, 180-, 240-, 300-mg Capsules

Start with one
780-mg

FOR HYPERTENSION OR ANGINA
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Brief Summary of tanu with other agents known to affect cardiac contractility d th dose has in embryo and fetal

Prescribing Information as of January 1995 ‘or conduction. (See WARNINGS.) Pharmacologic studies  lethality. Thl!Sﬂ dD@ES in some studies, have been reporied to

CARDIZEM® CD |n:!|cate that there may be additive effects in prolonging AV cause skeletal abnormalities. In the perinatal/postnatal studies,
'y conduction when using beta-blockers or digitalis concomitantly  there was an increased incidence of stillbirths at doses of 20

(diltiazem HCI) with CARDIZEM. {See WARNINGS.) , h times the human dose or greater.

Capsules As with all drugs, care should be exercised when treating  There are no well-controlled studies in pregnant women; there-

tients with multiple medications. CARDIZEM undergoes fore, use CARDIZEM in pregnant women only if the potential
CONTRAINDICATIONS iotransformation hrome P-450 mixed function oxi benefit justifies the potential risk to the fetus.
CARDIZEM is contraindicated in (1) patients with sick sinus Coadministration of CARDIZEM ith other agents which follow

syndrome except in the presence of a functioning ventricular
pacemakef. (2} patients mth secan:l- or third-degree AV block

cemaker,
L ! patlenls mlh

ofa pa
potension (less than 90 mm Hg systolic),

patients who have demonstrated hypersensitivity to the
rug, and (5) patients with acute myocardial infarction and
pulmonary congestion documented by x-ray on admission.

WARNINGS

. Cardiac Conduction. CARDIZEM prolongs AV node refrac-
tory nadods without significantly grulunumg sinus node

the same route of biotransformation may result in the competi-
tive 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 adminis-
tered diltiazem to maintain optimum thi utic blood levels.

Bela-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 dysfunction or cardiac conduction abnormalities.

MNursing 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.

Pediatric Use
Salel?{1 and effectiveness in pediatric patients have not been
established

ADVERSE REM.’TIOHS
Serious adverse reactions have been rare in studies carried out
to date, but it should be recognized that patients with impaired

recovery time, except in patients with sick sinus syndrome.  Administration of CARDIZEM (diltiazem hydrochioride) concomi-  ventricular function and cardiac conduction abnormalities have
This may rarely result in abnormally slow heart rates  tantly with propranolol in five normal volunteers resulted In  ysually been excluded from these studies.
(particularty in patients with sick sinus syndrome) or second-  ncreased propranolol levels in all subjects and bioavailability of  The following table presents the most common adverse
or third-degree AV block (13 of 3290 ts or 0.40%).  propranolol was increased ;ggrommala ly 50%. In vitro, propra-  reactions reported in placebo-controlled angma and hyperten-
Concomitant use of diltiazem with beta-blockers or digitalis  nolol a to be displa m its binding sites by diltiazem.  sion trials in patients receiving CARDIZEM CD up to mg
mahg result in additive effects on cardiac conduction. A patient  |f combination therapy is initiated or withdrawn in conjunction  with rates in placebo patients shown for comparison.
Prinzmetal’'s anuma developed periods of asystole (210 with prupranoloi an adjustment in the propranolol dose may be

5 sacands: after a sma’ dose of 60 mg of diltiazem. warranted. (See ! ) CARDIZEM CD Capsule Placebo-Controlled

2. Congestive Heart Failure. NTI‘IDII h diltiazem has a negative  Cimetidine. A s‘tuﬂy in six healthy volunteers has shown a | Angina and Hypertension Trials Combined FR
lnotruph: effect in isolated arumal lissue preparations, significant increase in peak diltiazem plasma levels (58%) and [ Cardizem CD Placebo
hemodynamic studies in humans with normal ventricular  area-under-the-curve (53%) after a 1-week course of cimeti- | 0 co poacione | (ne07) (n=301)
function have not shown a reduction in cardiac index nor  dine at 1200 mg per day and a single dose of diltiazem 60 mg. ' —
consistent negative effects on contractility (dp/dt). An acute  Ranitidine progucaﬁ smaller, nonsignificant Increases. The Headache | 54% 5.0%
study of oral diltiazem in patients with impaired ventricular  effect may be mediated by cimetidine’s known inhibition of Dizziness 3.0% 3.0%
function (ejection fraction 24% =+ 6%) showed Improve-  hepatic cytochrome P-450, the enzgrne system responsible for Bradycardia 3.3% 1.3%
ment in indices of ventricular function without significant  the first-pass metabolism of diltiazem. Patients curently | AV Biock First Degree 3.3% 0.0%
decrease in contractile function (dp/dt). Worsening of  receiving diltiazem therapy should be carefully monitored for a Edema 6% 1.3%
congestive heart failure has been reported in patients with  change in pharmacological effect when initiating and discon- ECG Abnormality 1.6% 23%
preexisting impairment of ventricular function, Experience Imumg therapy with cimetidine. An adjustment in the diltiazem Asthenia 1.8% 1.7%
with the use of CARDIZEM (diltiazem hydrochloride) in  dose may be warra !

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

DIZE M Iherapy may y result in atic
hypotensi
Acute Illpailc Injury. Mild elevations of transaminases with
and without concomitant elevation in-alkaline phosphatase
and bifirubin have been observed in clinical studies. Such
elevations were usually transient and frequently resolved
even with continued diltiazem treatment. In rare instances,
signiﬁum elevations in enzymes such as alkaline phosphatase,
LDH, SGOT, SGPT, and other phenomena consistent with
acute hepatic injury have been noted. These reactions
tended 1o occur early after therapy Initiation (1 to 8 weeks)
and have been reversible upon discontinuation of drug
therapy. The refationship to CARDIZEM is uncertain in some
cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS
ARDIZEM Filliazam hydrochloride) is mens'M;I{ metabo-
n

lized by the liver and excreted by the kidneys and in bile. As
with any drug given over prolonged periods, laboratory

-

Lo

rranted,

Digitalis. Administration of CARDIZEM with digoxin in 24
healthy male subjects increased plasma digoxin concentra-
tions apprommaie?* 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 levels, it is recommended that digoxin
levels be monitored when initiating, adjusting, and discontin-

uing CARDIZEM therapy to avoid possible over- or under-
dimta.llzatiun See WARNINGS.

Anesthetics. depression of cardiac contractility, conduc-
fivity, and automaticity as well as the vascular dilation associ-
ated 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 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
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 adminis-
tered concurrently, cyclosporine concentrations should be
momtured gspecna]ly when diltiazem therapy is initiated,
or dis

parameters of renal and hepatic function should be
al 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 ﬁfoduoe Inxlmty
high doses of diltiazem were associated with hepatic dama

In special subacute hepatic studies, oral doses u1' 125 m o
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; h , these were ible with
continued dosing.

Dermatological events (see ADVERSE REACTIONS section)
maa be transient and may disappear despite continued use of
CARDIZEM. However, skin eruptions progresslnn to erythema
m!.rltlfnrrne and/or exfoliative dermatitis have also been infre-

The effect 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-
IBMW should be monitored for a pntent:al drug interaction.

A 24 monm slu
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 observed in a sludiy peﬂ'umwd in male

y mmlsai nmt n Iwels ui up 1o 100

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets,
and CARDIZEM SR capsules involving over 3200 patients, the
most common events (ie, greater than 1%) were edema
iixi 6%), headache (4.6 3 dizziness (3.5%), asthenia A?ﬁ‘}‘.}
rst-degree AV block (2.4%), brad cardla (1.7%), flushing
1.4%), nausea (1.4%), and rash (1.

n addition, the following events were lspcrtad infrequently
L.ss than 1%) in angina or hypertension trials:

rdiovascular. Angina, a glhm:a AV block (second- or

third-degree), bundie branch k., congestive heart failure,
ECG abnormalities, hypotension, palpitations, syncope, tachy-
cardia, ventricular exirasystoles

Nervous 8 : Abnormal dreams, amnesia, depression, gait
abnormality, hallucinations, insomnia, nervousness, pares-
thesia, personality change, somnolence, tinnitus, tremor
G intullml Anorexia, constipation, diarrhea, dry mouth,
dysge dyspepsia, mild elevations of SGOT, SGPT, LDH,
aﬂ:l alkallne ﬂhosphalase (see hepatic warnings), thirst,
vomiting, welq t increase

Dermatological: Petechiae, photosensitivity, pruritus, urticaria
Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye irrita-
tion, rglycemia, hyperuricemia, impotence, muscle cramps,
nasal congesllun nocturia, osteoarticular pain, polyuria,
sexual difficulties
The following postmarketing events have been reported infre-
quently in patients receiving CARDIZEM: alopecia, efy(herna
multiforme, exfoliative dermatitis, extrapyramidal :ymri
gingival hyperpiasia, hemolytic anemia, increase eadiﬂu
time, leukopenia, purpura, rel!nopaihg and thrombaocytopenia.
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 ralized rash, 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 January 1995
Marion Merrell Dow Inc.

uently reported. Should a dermatologic reaction persist, the  and female rats at oral dosages of up to 100 s

rug sl nu be discontinued. Kansas City, MO 64114
Drug Interactions Category g Reproduction studies have been conducted in mice,  ccdb0195¢
Due to the potential for additive effects, caution and careful titra-  rats, and rabbits. Administration of doses ranging from five to
tion are warranted in patients recefving CARDIZEM concomi-  ten times greater (on a mo/kg basis) than the dally recom-

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'

A unique hemodynamic and safety profile
for hypertensuon or angina?®*?®

. A side-effect discontinuation rate comparable to placebo in both hypertension and angina trials®

|1 | H Most commonly reported side effects are headache (5.4%), bradycardia (3.3%), first-degree
I AW block (3. 3%) dizziness (3.0%), edema (2.6%), ECG abnormality (1.6%), and asthema (1.8%)°

t | Please see brief summary of prescribing information on adjacent page.
it 3537}1=101 '| ©1995, Marion Merrell Dow Inc. 1045H8
LIV ] ! | ' Il



