*“This man has battled cancer for six years.
[ will not be muzzled when I talk to him.”

The bond between a
patient and a physician
has always been based on
trust and honesty. So
when something like the

“Gag Rule” comes along,
we've got a real problem.

Yes, managed health
care is here to stay.

But that doesn’t mean
American medicine
can’t remain patient-
driven, care-driven,
physician-driven. It just
means we’ll have to
tight to keep it that way.

As part of that fight,
the AMA is currently
supporting Federal legis-
lation that would ban the
Gag Rule in any of its
forms. To find out more
about this legislation and
about AMA member-
ship, please call
1-888-AMA-1997.

We need you to join us
in this fight.

We need you to join

the AMA.
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Liberating
patients
from arthritis
pain.

All in pursuit of the

freedom of

meo e en ks

Two caplets, once a day*

.
DAYPRO®
(Oxaprozin)::

Daylong Confidence. Proactive Control.

SEARLE

DAYPRO is indicated for the treatment of the signs and symptoms of OA and RA.

*Usual adult dosage is 1200 mg (two 600-mg caplets) once a day. For osteoarthritis patients of low body weight or with milder disease, an initial dosage of one
600-mg caplet once a day, or an optional one-time loading dose of 1200 mg, may be appropriate. Dosage should be individualized to the lowest effective dose;
the maximum recommended total daily dosage is 1800 mg or 26 mg/kg, whichever is Jower, in divided doses.

Contraindicated in patients with hypersensitivity to DAYPRO or in individuals with nasal polyps, angioedema, or bronchospastic reactivity to aspirin or other
NSAIDs. Severe and occasionally fatal asthmatic and anaphylactic reactions to NSAIDs have been reported; there have been rare reports of anaphylaxis with
DAYPRO. As with other NSAIDs, the most frequently reported adverse reactions were related to the Gl tract. In patients treated chronically with NSAID
therapy, serious Gl toxicity, such as bleeding, ulceration, and perforation, can occur. Severe renal and hepatic reactions have been reported. There may be a risk
of fatal hepatitis with oxaprozin, such as has been seen with other NSAIDs. ,

© 1996 SEARLE, Box 5110, Chicago, IL 60680-5110

Please see brief summary of prescribing information on adjacent page. September 1996 + ASGDA12663T » Printed in USA
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DAYPRO? (oxaprozin) 600-mg caplets

hepatic, hen ogic, and dermatologic ad effects. Lab y test i i

False-positive urine immunoassay screening tests for benzodiazepines have been reported
in patients taking Daypro. This is due to lack of specificity of the screening tests. False-
positive test results may be expected for several days following discontinuation of
Daypro therapy. Confumamry tms, such as gas. chromatography/mass spectrometry, will
distinguish Daypro from b Drug i i Aspirin: Concomitant admin-
istration of Daypro and asplrm i not recor ded | oxaprozin di salicy-
lates from plasma protein binding sites. Coadministration would be expected to increase
the risk of salu:ylate toxicity. Ora.i gnr:caggu.’an[g The anticoagulant effects of warfarin
were not affi by the coadn g/day of Daypro. Nevertheless,
cautmn shouid be exarclsed when adding an\r druq that affects platelet function to the

reg of p t ing oral anticoagulants. Hx-receptor antagonists; The total body
clearance nf oxaprozin was reduced by 20% in subjects who concurrently received ther-

apeutic doses of cimetidine or r : no other phar was
affected. A change of clearance of this magnitude lies within the range oi narmal varia-
tion and is unlikely to produce a clinically detectable difference in the outcome of therapy.
Beta-blockers: Subjects receiving 1200 mg Daypro qd with 100 mg metoprolol bid exhib-
ited istically significant but transient increases in sitting and standing blood pressures

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

INDICATIONS AND USAGE: Daypro is indicated for the treatment of the signs and symp-
toms of OA and RA.
CONTRAINDICATIONS: Hypersensitivity to oxaprozin or any of its components or in indi-
viduals with the lete or partial synd of nasal polyps, angioedema, and bron-
chospastic rnan:tlwty to aspirin or other oidal anti-infl y drugs (NSAIDs).
Severe and « atal ic and anaphylactic reactions have been reponed in
patients receiving NSAIDs, and there have been rare reports of anaphylaxis in patients
taking oxaprozin.
WARNINGS: RISK OF GASTROINTESTINAL (Gl) ULCERATION, BLEEDING, AND PERFO-
RA'I'lON WITH NDNSTEHDlDAL ANTI-HINFLAMMATORY DRUG THERAPY: Serious gastro-
inal toxicity, such as b fing, ulceration, and perforation, can occur at any nme.
with or without warning symptoms, in patlems treated with NSAIDs. Although minor
upper g such as dyspep are common, and usuall\r d-e\rs!up
early in therapy, phwclans should remain alert for ulceration and bleeding in patients
treated chronically with NSAIDs, even in the absence of previous Gl tract symptoms. In
patients observed in clinical trials for sevaral months to 2 years, symp!omatlc upper Gl

ulcers, gross bleeding, or perforation appear to occur in app ¥ 1% of p
treated for 3 ta 6 months, and in about 2% to 4% of patients traated for 1 year. Physicians
should inform patients about the signs and/or sy of Gl icity and what

steps to take if the\«r occur. Patients at risk for ds\reloplng peptic ulcaration and bleeding
are those with a prior history of serious Gl events, alcoholism, smoking, or other factors
known to be assocmtsd \mth peptic ulcer disease. Elderly or debilitated patients seem to
or b g less well than other individuals, and most spontaneous
reports of fatal Gl events are m these populations. Studies to date are inconclusive con-
cerning the relative risk of various NSAIDs in causing such reactions. High doses of any
NSAID probably carry a greater risk of these reactions, and substantial benefit should be
anticipated to patients prior to prescribing maximal doses of Daypro.
PRECAUTIONS: General: Hepatic effects: As with other NSAIDs, borderline elevations of
one or more Iwar tests may occur in up to 15% of patients. These abnormalities may
d, or resolve with continued therapy. The SGPT
(ALT) test is probably the rnust sensitive indicator of liver dysfunction. Meaningful {3 times
the upper limit of normal) elevations of SGOT (AST) occurred in controlled clinical trials
of Daypro in just under 1% of patients, A patient with symptoms and/or signs suggasting
liver dysfunction or in whom an abnormal liver test has occurred should be evaluated for
avidence of the development of more severe hepatic r ion while on th y with this
drug. Severe hepatic reactions including jaundice have been reported with Daypro, and
there may be a risk of fatal hepatitis with oxaprozin, such as has been sean with other
NSAIDs, Although such reactions are rare, if abnormal liver tests persist or worsen, clin-
ical signs and symg with liver di develop, or sy ions
occur (eosinophilia, rash, fever), Daypro should be discor 1. Well-comp |
hepnlic cirrhosis does not nppenr to alter the disposition of unbound oxaprozin, so donage
is not y. F , the primary route of elimination of oxaprozin is
hepstu: metabolism, so caution should be observed In patients with severe hepatic dys-
function. Renal effects: Acute interstitial nephritis, hematuria, and proteinuria have been
reported with Daypro as with other NSAIDs. Long-term administration of some NSAIDs
to animals has resulted in renal paplllary necrosis and other abnormal renal pathology.
This was not observed with oxaprozin, but the clinical significance of this difference is
unknown. A second form of renal toxicity has been seen in patients with preexisting con-
ditions leading to a reduction in renal blood flow, where the renal prostaglandins have a

after 14 days. Therefore, as with all NSAIDs, routine blood pressure monitoring should
be considered in these patients when starting Daypro therapy. : The coad-
ministration of oxaprozin and antacids, acetaminophen, or conjugated estrogens resulted
in no statistically significant changes in pharmacokinetic parameters in single- and/or mul-
tiple-dose studies. The Intafa::tmn of oxaprozin with lithium and cardiac glycosides has
not been studied. Carci is, impairment of fertility: In oncogenicity
studies, oxaprozin administration for 2 yaars was associated with the exacerbation of liver
neoplasms (hepatic adenomas and carcinomas) in male CD mice, but not in female CD
mice or rats. The algmllmnca oi this species-specific finding to man is unknown. Oxa-
prozin did not d VI ial. Results from the Ames test, forward mutation
in yeast and Chinese hamster ovnrv {CHO) calls, DNA repair testing in CHO calls, micro-
nucleus testing in mouse bone marrow, chromosomal aberration testing in human lym-
phocytes, and cell transformation testing in mouse fibroblast all showed no evidence of
genetic toxicity or cell-transforming ability. Oxaprozin administration was not associated
with impairment of fertility in male and female rats at oral doses up to 200 mg/kg/day
{1180 mg/m2); the usual human dose is 17 mg/ka/day (629 mg/m2). However, testicular
degeneration was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to
3000 mg/m?) of oxaprozin for 6 hs, or 37.5 mg/kg/day for 42 days, a finding not con-
firmed in other species, The dlinical relevance of this finding Is not known, Pregnancy;
Te genic Effects—P y C. There are no adequate or well-controlled
studies in pregnant women. Tarato!onv stud:es with oxaprozin were performed in mice,
rats, and rabbits. In mice and rats, no drug-related developmental abnormalities wera
observed at 50 to 200 mg/kg/day of oxaprozin {225 to 900 mg/m?). However, in rabbits,
infrequent malformed fetuses were observed in dams treated with 7.5 to 30 ma/kg/day of
oxaprozin (the usual human dosage range). Oxaprozin should be used during pragnancy
only if the potential benefits justify the potential risks to the fetus. Labor and delivery:
The effect of oxaprozin in preg is 1. NSAIDs are known to delay par-
turition, to accelerate closure of the fetal ductus arteriosus, and to be associated with dys-
tocia. Oxaprozin is known to have caused decreases in pup survival in rat. s!udles Accnrd-
ingly, the use of oxaprnzm dunng late pregnancy should be ided
Studies of oxaprozin excretion in human milk have not been conducted; howmr. oxa-
prozin was found in the milk of lactating rats. Since the effects of oxaprozin on infants
are not known, caution should be exercised if oxaprozin is administered to nursing
women. Pediatric use: Safety and sffectivenass of Daypro in children have not been estab-
Imhed Geriattlc use: No adjustmsnt of the dose of Daypro is necessary in the eldarly for
I gh many elderly may need to receive a reduced dose
because of low bod\r weight or disorders associated with aging. No significant differences
in the pharmacokinetic profile for oxaprozin were seen in studies In the healthy elderly.
Although selected elderly patients in controlled clinical trials tolerated Daypro as wall as
younger patients, caution should be exercised in treating the elderly, and extra care should
be taken when choosing a dose. As with any NSAID, the elderly are likely to tolerate
adverse reactions less well than younger patients,
ADVERSE REACTIONS: The most frequently reported adverse reactions were related to
the gastrointestinal tract. They were nausea (8%) and dyspepsia (8%). INCIDENCE
GREATER THAN 1%: In clinical trials the following adverse reactions occurred at an inci-
dence greater than 1% and are probably related to treatment. Reactions occurring in 3%
1o 8% of patients treated with Daypro are indicated by an asterisk(*); those reactions
occurring in less than 3% of pat|eﬂts are unmarked Abdnmmal palnfdlstmsss nnursms,

conslnpallon' diarrhea®, dy spef *, VO g, CN:

ion, sedation, sor or confusion), dlsturbanca of slsep, rash‘. tinnitus,
dvsurm or frequency. INCIDENCE LESS THAN 1%: P causal r The fol-
lowing adverse reactions were reported in clinical trials or from worldwide msrketmg
experiance at an incidence of less than 1%. Those reactions reported only from world-
wide marketing experience are in fralics. The probability of a causal ralationship exists

=

supportive role in the maintenance of renal perfusion. In these pati adm ion of
an NSAID may cause a dose-dependent reduction in prosmg[andm formation and may
precipitata wsn rnﬂal dacomponsatlun Patients at greatest risk of this reaction are those
with pi ired renal fi i heart failure, or liver dysfunction, those taking
dlura'm:s, and the sidertv Discontinuation of NSAID therapy is often followed by recov-
ary to the pretreatment sfate. Those patients at high risk who chronically take oxaprozin
should have renal function monitored if thay have signs or symptoms that may be con-
sistent with mild ia, such as mal gue, or loss of appetite. As with all NSAID
therapy, patients may occasionally develop some elevation of serum creatinine and BUN
levels without any s{gns or symp e pharmacoki of oxaprozin may be sig-
mﬁcarltfv alterad in patients with renal insufficiency or in patients who are undergoing

ysis, Such pati should be started on doses of 600 mg/day, with cautious

b the drug and thsss ud\mrss reactions: Drug hypersansitivity reactions including
anaphylaxis and serum blood p e changes, peptic ulceration and/or
Gl bleeding (sse Warnings), liver function abnormalities including hepatitis (see Precau-
tions), stomatitis, hemorrhoidal or rectal bleeding, pancreatitis, anemia, thrombocyto-
penia, leukopenia, ecchymoses, agrsnuiocytcs.-s, pancyrapema, weight gam' ws:gm loss,
weaknass. malaise, symptoms of upper respir y tract inf pruritus, urticaria,

h parphyria, ive der itis, erythema multiforme, Stavens-
Jo-‘mson syndroms toxic epidermal necrolysis (Lyell’s syndroma), blurred vision, can-
junctivitis, acute interstitial nep.‘mr.-s hematur:a, renal msufﬂcmncv acute ranal faﬂum,
decreased menstrual flow. Causal The foll g 15
occurred at an incidence of less than 1% in clinical trials, or were suggm&d from mar-
katlng expermncs under circumstances where a causal relationship could not be definitely

d i if the d d effect is not obtained. Oxap is not di

of its | high degree of protein binding. Like other NSAIDs, Daypro may worsen fluid reten-
tion by the kidneys in patients with uncarnpensatad cardiac failure due to its effect on
promgland!ns It should be used with caution in patients with a history of hypertension,

l:ardlac p tion, in patients on chronic diuretic therapy. or in those with other

lisposing to fluld Ph itivity: Oxaprozin has been associ-
ated with rash and/or mild ph itivity in der I lesting. An i d inci-
dence of rash an sun-axposad skin was sean in some in the clinical trials. Ry

serious Gl tract ulceration and bleeding can occur
without warning sympiorns. physicians should follow chromcallv treated patients for the
signs and symptoms of ul n and bleeding and should infarm them of the impor-
tance of this follow-up (see Warnings). Anemia 1 may occur in patients receiving oxapro-
Zin or othar NSAIDs. This may be due to fluid retention, gastrointestinal blood loss, or an
incompletely described effect upon smhrngenasn& Patients on long-term treatmant with
Daypro should have their hemoglobin or tocrit values determined at appropriate
intervals as determined by the clinical si ion. O , like other NSAIDs, can affect
platam aggregation and prolong bleeding time. Daypro should be used with caution in
patients with underlying hemostatic defects or in those who are undergmng surgical pro-
cadures where a high degree of her d i Daypra,

is d for
like other drugs of its class, nonsteroidal anti-inflammatory drugs {NSAIDs), is not free of
side effects. The side effects of these drugs can cause discomfort and, rarely, serious side
effects, such as gastrointestinal bleeding, which may result in hnsplmization and even
fatal outcomes, NSAIDs are often essential agents in the management of arthritis, but they
may also be commonly smployed for conditions that are less serious. Physicians may
wish to discuss with their patients the potential risks (see Warnings, Precautions, and
Adwrsa Reactions) and likely benefits of Daypro treatment, particularly in less-serious

i where t w:thnut Daypro may represent an acceptable alternative to
both the and the p receiving Daypro may benefit from physician
instruction in the Syrmntums of 1ha more common or serious gastrointestinal, renal,

bli . They are ilsted a8 alerting mformatlnn for the physician: Palpitations, alter-

ation in taste, si I y pecia, hearing decrease, increase in
menstrual flow.
DRUG ABUSE AND DEPENDENCE: Daypro is a non-narcotic drug. Usually reliable animal
studies have indicated that Daypro has no known addiction potential in humans,
OVERDOSAGE: No patient experienced either an accidental or intentional overdosage of
Daypro in the clinical trials of the drug Symptoms following acute overdose with other
NSAIDs are usually limited to lethargy, dr ing, and epigastric pain
and are generally reversible with supportive care. Gastrointestinal bleeding and coma
have occurred following NSAID overdose. Hypertension, acute renal failure, and resplra
tory depression are rare. Patients should be managed by symp‘tornam and supporuvs care
following an NSAID overdose. There are no specific antid ut d ination may
be indicated in patients seen within 4 hours of ingestion with symptoms or following a
large overdose (5 to 10 times the usual dose), This should be accomplished via emesis
and/or activated charcoal (60 to 100 g in adults, 1 to 2 g/kg in children) with an osmotic
cathartic. Forced diuresis, alkalization of the urine, or hemoperfusion would probably not
be useful due to the high degree of protein binding of oxaprozin.
See package insert for complete prescribing information.
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[nvest three days in
your business future...
attend this one-of-kind
intenstve course!

Physician Entrepreneurship:

Principles, Practices and Tactics for Business Plan Development

Space is limited -
Respond today!

Call Marlene Avalos
at 312 464-4601
to register and
reserve housing.

May 29-31%, 1997
Northwestern University Campus, Evanston, IL

AMA member price: $1425

Nonmember price: $1825

(Fee includes: All meals, registration and course materials for
3 day program. Discount housing is available at Northwestern
University’s Allen Center.)

Presented in conjunction with Northwestern’s Kellogg Graduate

School of Management, this three day intensive program focuses
on how to develop an effective business plan, how to raise capital,
entrepreneurial finance and keys to developing strategic alliances.

* A pre-conference program on the Principles of Accounting and

Finance will be offered May 28, 1997 from 8 am — 4:45 pm (recep-
tion and dinner to follow). This program is strongly recommended
if you have no formal training in accounting and finance, or need a
refresher course. Fee: $425 for AMA members; $525 Nonmembers.

American Medical Association

Physicians dedicated to the health of America




Provide today’s
best care!

CURRENT
AGNOSIS,

RHEUMATOLOGY IN
PRIMARY CARE

This new resource provides
the guidelines you need to
assess and manage all rheu-
matic disorders! Plus, you'll
know when the patient
should be referred to a
specialist and who is respon-
sible for follow-up care.

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

382 pp. 137 figs., 133 tables. $45.00,

Order #W6080-0.

CARING FOR THE
RENAL PATIENT,
3rd Edition

38 renowned authorities
deliver a patient-focused,
problem-oriented approach to
the care of renal patients—
from the mildly impaired to
transplant patients.

Edited by David Z. Levine, MD; with 37
eontributors. Mar. 1997. 367 pp. 107 tables,
72 figs. $49.00. Order #W6243-9.

CURRENT
DIAGNOSIS 9

“Every topic at the forefront
in medicine, such as Lyme
disease, AIDS, adolescent
medicine...receives high-
quality coverage.” (The Journal
of the American Board of Family
Practice, review of last edition)

Edited by Rex B. Conn, MD;

William Z. Borer, MD; and

Jack W. Snyder, MD, PhD; wifh 461
contributors. Jan. 1997, 1344 pp. 530 tables,
303 figs. $115.00. Order #W5843-1,

SAUNDERS REVIEW OF
FAMILY PRACTICE,
2nd Edition

“All family physicians will find this
book of use for a quick review of any
area of family practice.” (The Journal
of the American Board of Family Practice,
review of last edition) Features all-new
questions keyed to Rakel: Textbook of
Family Practice, 5th Edition.

Edited by Edward T, Bope, MD; Alvah R. Cass, MD,

ScM; and Michael D, Hagen, MD; with 44 contributors.

Jan. 1997, 367 pp. Mustd. Soft cover. $49.50.
Order #W5817-2,

Conn’s
CURRENT THERAPY 1997

More than 400 well-known authorities
deliver over 1,000 therapies for over
300 medical conditions. “Practical,
up-to-date advice...A tour de force...

A good value.” (Archives of Family
Medicine, review of last volume)

Edited by Robert E. Rakel, MD; with 439 contributors
Jan. 1997, 1354 pp. 634 tables, 93 figs. $57.50.

Order #W8674-5,

ALLERGY, 2nd Edition

Consult the New Edition to offer your
patients state-of-the-art care! Covers
all of the diseases and conditions
relevant to allergy and clinical
immunology, and presents the most
practical evaluation and management
approaches.

Edited by Allen P, Kaplan, MD; with 74 contributors
Feb. 1997. 912 pp. 580 ills, $120.00. Order #W4974-2,

call toll-free

1-800-545-2522

(8:30-7:00 Eastern Time)
Be sure to mention DM#40443.

(W YES! Piease rush my copy of the
book(s) checked below. If not completely
satisfied, | may return the book(s) with the
invoice within 30 days at no further obligation.
W6080-0 Canoso $45.00
W6243-9 Levine, 3rd Ed. $49.00
W5843-1 Conn et al., Vol. 9 $115.00
W5817-2 Bope et al., 2nd Ed. $49.50
W8674-5 Rakel 1997 $57.50
W4974-2 Kaplan, 2nd Ed. $120.00
Also send:
W2859-1 Dorland’s ILLUSTRATED
MEDICAL DICTIONARY, 28th Edition $43.00
Bill me later Check enclosed VISA
MC AmEx
Caddill
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Add the applicable sales tax for your area. Prepaid orders save
shipping. Make checks payable lo W.B. SAUNDERS COMPANY.
Staple this to your purchase order to expedite delivery.
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Address
City
State
Zip
Telephone ( )

©W.B. SAUNDERS COMPANY 1997. Professional references
may be tax-deductible. Offer valid in USA only. Prices subject
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A Division of Harcourt Brace & Company
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Put Expert Imparrment
Evaluation wn Your Hands.

Workers’ compensation claims are becoming more
Srequent. And more expensive. Now, more than ever, you
need reliable, standardized resowrces that help you make
difficult determinations with accuracy and confidence.
The AMA puts these resources at your fingertips.

Guides to the Evaluation of Permanent
Impairment (Guides), Fourth Edition

Tap into the knowledge of more than 70 recognized experts with
the industry’s definitive medical reference. Guides gives you a
complete, standardized system for measuring, evaluating, and
reporting impairment—ifor all body systems. And, the Fourth
Edition has scores of detailed illustrations, tables, diagrams, and
references, plus a new, complete chapter on pain assessment;
new information on organ transplantation and adverse effects of
pharmaceuticals; and an expanded index. Hardcover. 350 pages.
Order #: OP025493AFA

AMA member price: $49.95

Nonmember price: $75.95

New! The Guides Newsletter
Why spend thousands of dollars on high-priced conferences?
At a fraction of the cost, you ean stay current on the newest
]' developments in impairment evaluation with The Guides Newsletter.
! In clear, concise language, tutorials take you step by step through
| the Guides methodology. Six times per year, The Guides Newsletter
{ comes to you with real-life examples, linked to page numbers in
_ the Guides. 1t's the only source you'll need for timely updates on
Ny current impairment issues.
N\ ' Order #: NGO34096AFA
| P AMA member price: $150
3 - Nonmember price: $200

Disability Evaluation
Gain deeper insights into one of medicine’s least understood
concepts with Disability Evaluation. With information that's
cross-referenced to the Guides, you'll come away with an expert’s
view of disabilify and its rating systems and reporting mechanisms.
This is your all-in-one resource for uncovering the medical and legal
guidance you need issues surrounding disability determination. Hardcover. 600 pages.
is within your grasp. ; ; . . Ord‘er #: 0”17‘!96AFA
Order today! Call ., e A e 369

; Nonmember price: $75

The knowledge and

800 621-8335

] Visit the AMA on-line at http://www.ama-assn.org.

Mastercard, VISA, American
Eapress, and Optima accepled.

State sales tax and shipping/ American Medical Association
handling charges apply. Physicians dedicated to the health of America
Priority Code AFA.
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Gain a Universal
Perspective on Essential
Medical Information.

Reach for the tools essential to your
profession—stethoscope, microscope
or computer—and they must be
within reach. The same holds true for
timely and authoritative information:
the single most important asset in

Crossroads, health policy debates,
Quick Uptakes, A Piece of My Mind,
Medical News & Perspectives,
government agency reports, and
thought-provoking editorials, JAMA
offers a universal perspective

medical science.
Subscribe to JAMA for consis-

encompassing every aspect and
ML HIL DT EVY specialty of medicine.

tent access to a breadth and depth Over 700,000 caregivers,

of coverage unparalleled in any one medical researchers, and professionals worldwide now
journal. With important research by the world’s  receive JAMA. This subscription offer makes
most prominent names in medicine; clinical it easy to join them and stay abreast of the
reviews; and regular features such as Clinical matters that affect you most.

J AMA Yes, I want to take advantage of this subscription offer for JAMA!
d 1 Year Subscription - 48 issues for $130
d Check enclosed payable to AMA.
Q VISA QO MasterCard 1 AmEx [ Optima

MName (Please Print)

QMD/DO Other CardNo.
{Please Specify)
Exp. Date
Address Signalure
City Mail to: AMA, Subscriber Services,
PO Box 10946, Chicago, IL 60610, USA
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Fax: 312-464-5831
E-mail: ama-subs@ama-assn.org

Country

Washington, DC residents add 5.75% sales tax,
Canada residents add 7% GST to airmail rate. Airmail rate outside
the US is $170. Institution subscription rate is $175. Rates subject to change.
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best source for clinically relevant, academically sound

Archives of Pediatrics & Adolescent Medicine is your /

information. The Archives brings you the latest science * 20
pertinent to everyday practice, with editorial content V

that covers the entire spectrum of pediatrics — from

infancy all the way through young adulthood. \
eEp up With Your groving concerng!

ARCHIVES Edited by Catherine D. DeAngelis, MD, MPH, of

PEDIATRICS & Johns Hopkins University, the Archives is an essential tool

ADOLESCENT MEDICINE for learning and for practice. The journal’s format helps

you get the information you need quickly, while its
peer-reviewed articles allow you to draw your own
conclusions. Editorials and the Pediatric Forum offer
diverse, informative perspectives in the care of children
and adolescents. And with the Radiological Case, the
Pathological Case, and the Picture of the Month, you
have the editor’s promise that you'll learn at least three

valuable things in every issue of the Archives.

Clinically focused. Current. Lively. Accessible. See for

yourself the value that the Archives holds for anyone

who provides health care to children and adolescents.

Amecm Mol sucinion 2N SN cevibe today
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: Y&S! Please enter my one-year subscription to Archives of Pediatrics & Adolescent Medicine.
| Personal rate®: $110 ($150/£102 outside US) [ Institution rate: $150 ($185/£127 outside US)

[1 Check enclosed payable to AMA.

Name (Please Print)
[ MDIDO  Other [0 Visa [0 MasterCard ] American Express [l Optima
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Address Card No, Exp. Date
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Mail to: AMA, Subscriber Service Dept.,
= e mm s PO Box 10946, Chicago, IL 60610, USA
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There's an easier
way fo keep track
of the current

practice guulelme
you need.

The new 1997 edition of Directory of Clinical
Practice Guidelines: Titles, Sources, and Updates

is your most complete single resource for information
on clinical guidelines and standards developed by
national medical specialty societies and the federal
government, This new comprehensive bibliographic

AT

New!

listing provides titles, sources of information, Directory of Clinical Practice Guidelines,
references, sponsoring organizations, prices and 1997 Edition

ordering information. ; Order #: OP270397ACP

You also receive three issues of Clinical Practice AMA member price: $99.95

Guidelines Update newsletter to keep you informed Nonmember price: $149.95
on what's happening with current practice

gui'delines, what new guidelines are being developed 8 o o 62 ‘ = 8 3 3 5

or introduced, and which guidelines have been

recently withdrawn. Priority Code ACP
) 5 Visa, MasterCard, Optima or American Express accepted.
The Directory of Clinical Practice Guidelines Shipping charges apply. Add local taxes if applicable.

helps keep you informed about appropriate patient ' ! :

. 2 To have an order form or information on managed care, statistical,
management strategles. Order tOday- Published or coding products faxed directly to you, call the AMA Information
February 1997. Over 200 pages. Spll’al bound. on Request Faxline at 800 621-8335 and press 2,
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plication developed from their de-
sire to give nurses an effective way
to interact with infants and fami-
lies in an educational and interven-
tional manner in the early postpar-
tum period. Munck addresses the
strength of the NBAS as a psycho-
therapeutic approach in the face of
a particularly vulnerable parent-
child unit. Her clinical vignettes
demonstrate the value of interpret-
ing an infant’s behavior for a parent
and of demonstrating the infant’s in-
nate strengths. She shows parents
ways to recognize signs of stress in
their infant and to decrease the en-
vironmental toll on their vulner-
able child. Cardone and Gilkerson
describe a specialized adaptation of
the scale called “Family Adminis-
tered Neonatal Activities.” Their goal
is to empower families in their
model; the parents are instructed by
a facilitator to perform the NBAS

items and to comment on and in-
terpret their observations of their in-
fant and themselves. This informa-
tion is reflected and interpreted by
the facilitator in an instructive and
therapeutic manner. Cole ad-
dresses the use of the NBAS with
high-risk neonates. Such infants are
accurately perceived as more frag-
ile and less accessible by their care-
givers and their families. This ap-
plication sensitizes parents and
caregivers to infants’ cues, to their
tolerance levels, and to an apprecia-
tion of their neurophysiological
progress.

Thus, the Neonatal Behavioral
Assessment Scale, Third Edition, is a
manual that includes rigorous re-
search methods and a wide variety of
clinical applications. Addressing the
entire spectrum in this compact vol-
ume effectively gives the primary care
clinician information at whatever

depth is desired, from the most pre-
cise guidelines for test administra-
tion and scoring, to the philosophy
and many clinical uses of the scale.
The narrative descriptions of the test
and the many sections on clinical ap-
plications and case vigneites are in-
formative and compelling. I highly
recommend this book to any mem-
ber of a health care team who rou-
tinely works with neonates and fami-
lies. It provides a concise, well-
organized, accessible clinical tool for
enhancing the counseling of normal
and at-risk newborns and their fami-
lies and will greatly increase the prac-
titioner’s appreciation for the com-
plex abilities of the newborn.

Esther Entin, MD
Department of Family Medicine
Brown University

School of Medicine
Providence, RI

Consult the Archives to Stay Ahead
Your Specialty

Peer-reviewed, primary source
journals are a physician’s best information
resource. And the Archives journals, from the world’s largest
publisher of original, scientific information, are the best choice
available to gain fresh insights and keep up with the latest advances.

Call toll-free 800-AMA-2350 or fax 312-464-5831 for subscription information.

E-mail: ama-subs@ama-assn.org
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Take A Closer Look

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

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

Every week, American Medical News takes a closer look

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

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

(diltiazem HCl)120-,180-, 240-, 300-mg Capsues

DAY

Start with one
780-mg

No other diltiazem is therapeutically equivalent

Brief Summary of
Prescribing Information as of December 1995A
CARDIZEM® CD
gilllazam HCI)
psules

CONTRAINDICATIONS

CARDIZEM is contraindicated in :11 tients with sick sinus syndrome except in the presence of a

functioning ventricular pacemaker, (2) patients with second- or third-degree AV block excenpl in the

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

systolic), (4) patients wgu have demonstrated hyPersensill\rit{ to the drug, and (5) patients with acute
and pl N cingesl LIV Rashicahf

¥ y x-ray on

WARNINGS

1. Cardiac Conduction. CARDIZEM prolongs AV node refractory periods without significantly prolonging
sinus node recovery time, except in patients with sick sinus syndrome. This effect may rarely result in
abnormally slow heart rates (particularly in gaiiunw with sick sinus syndrome) or second- or third-
degree AV block 313 of 3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or
digitalis may result in additive effects on cardiac conduction. A patient with Prinzmetal's angina devel-
aﬁdc?eri s of asystole (2 to 5 seconds) after a single dose of 60 mg of diltiazem. (See ADVERSE

10NS section.)

Congestive Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal tissue
preparations, hem mic studies in humans with normal ventricular function have not shown a
reduction in cardiac index nor consistent negative effects on contractility {dpfdg. An acute study of
oral diltiazem in patients with impaired icular function (ejection fraction 24% + 6%) showed
improvement in indices of ventricular function without significant decrease in contractile function
(dp/dt), Worsening of congestive heart failure has been l:fvor‘lsd in Eaﬁents with preexisting impair-
ment of ventricular function. rience 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,

iated with CARDIZEM therapy may ionally

Lol

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

diLiNogent. muls 0 Mpairment gi rer
A 24-month study in rats at oral dosage levels of up to 100 mg/kg/day and a 21-month study in mice at oral
dosage levels of up to 30 mg/kg/day showed no evidence of carcinogenicity. There was also no mutagenic
response in vitro or in vivo in mammalian cell assays or in vitro in bacteria. No evidence of impaired fertility
was observed in a study performed in male and female rats at oral dosages of up to 100 my day.

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

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

Diltiazem s excreted in human milk. One report suggests that concentrations in breast milk may approx-
imhateldsglur Ie\reisd It use of GARDIZEM is deemed essential, an alternative method of infant feeding
should be instituted.

Eafuty and mtivaness in pediatric patients have not been established.

ADVERSE REACTIONS .
Serious adverse reactions have been rare in studies carried out o 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 p the most adverse reactions reported in placebo-controlled angina
and hypertension trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients
shown for comparison.

Lo

Hypotension. D in blood p

result in symptomatic hypotension. - i i
Acute Hepatic Injury. Mild elevations of transaminases with and without concomitant elevation in
alkaling phosphatase and bilirubin have been observed in clinical studies. Such elevations were usually
transient and freq y Ived even wil inued diltiazem treatment. In rare instances, signifi-
cant elevations in enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and other phenomena
consistent with acute hepatic injury have been noted. reactions tended 10 occur early after
therapy initiation (1 to 8 weeks) and have been ible upon of dr theragﬁ The
refationship to CARDIZEM Is uncertain in some cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS

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

Dermatological events (see ADVERSE REAGTIONS section) may be transient and may ﬂisarvear despite
continued use of CARDIZEM. However, skin eruptions progressing to erythema multitorme and/or
exfoliative dermatitis have also been infrequently reported, Should a dermatologic reaction persist, the
drug should be discontinued.

ga 1o the potential for additive effects, caution and careful titration are warranted in patients receiving
CARDIZEM concomitantly with other agents known to affect cardiac contractility and/or conduction. (See
WARNINGS.) Pharmacologic studies indicate that there may be additive effects |Wmlunn'mp AV conduc-
tion when using beta-blockers or digitalis concomitantly with CARDIZEM. (See WARNINGS.

As with all drugs, care should be exercised when treating patients with multiple medications. CARDIZEM
undergoes i by cytoch P-450 mixed function oxidase. Coadministration of
CARDIZEM with other agents which follow the same route of biotransformation may result in the compet-

e

CARDIZEM CD Capsule Placebo-C lled Angina and Hyperiension Trials Combined
Cardizem CD Placebo
Adverse R (n=607) {n=301)
Headache 54% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 33% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
i 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets, and CARDIZEM SR capsules involving
over 3200 patients, the most common events (ie, greater than 1%) were edema (4.6%), headache
4,6%), diziness (3.5%), asthenia (2.6%), first-degree AV block (2.4%), bradycardia (1.7%), flushing
1,4'J.J._naum ‘1 4%), and rash (1.2%).
:n aln:l ition, the tollowing events were reported infrequently (less than 1%) In angina or hypertension
5:
Cardiovascular. Angina, arrhythmia, AV block (second- or third-degree), bundie branch block, conges-
t'r:te heztn'ersailum CG abnormalities, hypotension, paipitations, syncope, tachycardia, ventricular
extrasystol
Mervous System: Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia,
nervousness, paresthesia, p ality change, I tinnitus, tremor ) )
Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia, mild elevations of
SGOT, SGPT, LDH, and alkaline phosph {see hepatic gs), thirst, vomiti ight i
Dermatological: Patechiae. photosensitivity, pruritus, urticaria
Other: Amblyopia, CPK i dysp pistaxis, eye irritation, hyperglycemia, hyperuricemia,
impotence, muscle cramps, nasal congestion, nocturia, osteoarticular pain, polyuria, sexual difficulties
The Inlrowln[? postmarketing events have been reported infrequenll‘r in patients receiving CARDIZEM:
allergic reactions, alopecia, angioedema (including facial or periorbital edema), asystole, erythema multi-
luEme [inclydlinq Stavens-Johr ynd . toxic necrolysis), exfoliative dermatitis,

Itive inhibition of metabolism. Especially in patients with renal and/or hepatic imp ges of
similarly metabolized drugs, particularly those of low therapeutic ratio, may require aﬂ'{usimnl when
starting or stopping concomitantly administered diltiazem to maintain optimum therapeutic blood levels.
Beta-blockers. Controlled and uncontrelled 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 fgliams with left ventricular dystunction or cardiac conduction abnormalities.
Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with propranolol in five normal
volunteers resulted in increased propranolol levels in all subjects an hinavallahlrl%dni ropranalol was
Increased approximately 50%, In vitro, propranolol appears to be displaced from its binding sites by dilti-
azem. |f combination therapy Is initiated or withdrawn in conjunction with prop I, an adj tin
the propranolol dose may be warranted. (See WARNINGS. )
Cimetidine. A study in six healthy volunteers has shown a significant increase in peak diltiazem plasma
lavels (58%) and area-under-the-curve (53%) after a 1-week course of cimetidine at 1200 mwr day
and a single dose of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. effect
may be mediated by cimetiding's known inhibition of hepatic cytochrome P-450, the enzyme syslem
responsible for the first-pass metabolism of diltiazem. Patients currently receiving diltiazem therapy
should be carefully monitored for a change in pharmacological effect when initiating and discontinuing
marapr with cimetidine. An adjustment in the diltiazem dose may be warranted.
Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma
digoxin concentrations approximately 20%. Another investigator found no increase in digoxin levels in 12
patients with coronary artery disease. Since there have been conflicting results rega ing the etfect of
digoxin levels, it is recommended that digoxin levels be monitored when mmama& a usﬁng. and discon-
lir.ulnv' CARDIZEM therapy to avoid possible over- or under-digitalization. (See WARNINGS.)
Anesthetics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular
dilation associated with anesthetics may be potentiated by calcium channel blockers. When used
itantly, hetics and calcium blockers should be titrated carefully.
Cyclosporine. A pharmacokinetic interaction between diltiazem and cyclosporine has been observed
during studies involving renal and cardiac transplant patients. In renal and cardiac transplant recipients,
a reduction of cyclosporine dose ranging from 15% fo 48% was necessary to maintain cyclosporing
trough concentrations similar to those seen prior to the addition of diltiazem. If these agents are to be
administered concurrently, cyclosporine should be monitored, especially when diltiazem
therapy is initiated, adjusted, or discontinued.
The erf?ecl of cyclosporing on diltiazem plasma concentrations has not been evaluatad

96474905/294176

hyperplasi ytic anemia, i | bleeding time, leukopenia,

openia. In addition, events such as myocardial infarction have been

which are not readily distinguishable from the natural history of the disease in these patients.

A number of well-documented cases of generalized rash, some characterized as leukocytoclastic

vasculitis, have been reported. However, a definitive cause and effect refationship between these events
and CARDIZEM therapy is yet to be established.
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Hoechst Marion Roussel, Inc
Kansas City, MO 64137 USA

pyramic P ging
purpura, retinopathy, and throm
obse
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Hoechst Marion Roussel

Hoechst Marion Roussel, Tnc. » Kamas City, MO #4134
A member of the Hoechst Group

Hoechst [#

References: 1. Cardizem CD prescribing information. 2. Felicetta
IV, Serfer HM, Cutler NR, et al. Am Heart J. 1992;123:1022-1026.
3. Thadani U, Glasser S, Bittar N, Beach CL, Diltiazem CD Study
Group. Am | Cardiol. 1994;74:9-17. 4. Food and Drug
Administration. Approved Drug Products With Therapeutic
Equivalence Evaluations (Orange Book), US Dept of Health and
Human Services. 15th ed. Washington, DC;1995.

©1997, Hoechst Marion Roussel, Inc.



A UNIQUE HEMODYNAMIC
AND SAFETY PROFILE
DIFFERENT FROM
DIHYDROPYRIDINES

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

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

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

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

True 24-hour control from a unique
patented delivery system

®= No other diltiazem is therapeutically equivalent to Cardizem CD*

*Cardizem CD is a benzothiazepine calcium channel blocker.

T In clinical trials with Cardizem CD.
¥ FDA does not, at this time, consider other diltiazems to be therapeutically equivalent because
bicequivalence has not been demonstrated through appropriate studies.

Please see brief summary of prescribing information on adjacent page.

FOR HYPERTENSION OR ANGINA

WO N CE - /- DY

= CARDIZEM CD

onaal maw (diltiazem HCl)120- 180-, 240-, 300-mg Capsules

No other diltiazem is therapeutically equivalent*
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