Give allergic noses relief for itchy eyes
due to seasonal allergic conjunctivitis.

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

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

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

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

STOPS THE ITCH

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

FISONS (ketorolac tromethamine) 0.5%
Fochester a1 MEZ3USA Sterile Ophthalmic Solution

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

INDICATIONS AND USAGE

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

CONTRAINDICATIONS

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

WARNINGS

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

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

PRECAUTIONS

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

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

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

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

Pediatric Use: Safaty and efficacy in children have not bean established.
ADVERSE REACTIONS

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

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

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

ALLERGAN NS
‘%ﬁ ©1995 Allergan, Inc. Fisophlrmln.uﬂw-

: Fisons Corporation
Irvine, CA 82715 Rochester, NY 14623 US.A.

The nation’s
number one
source for
socio-economic
news in .
medicine

L]
Doctors don't owe for | Market changes havien

a1l

With health reforms status Hodiars onicpepment | sy o i

in Washington unclear,
market upheaval and
smaller-scale innovations
promise the most dramatic
changes for 1995. Will you
know what to expect? You
will — if you read American
Medical News.

Comprehensive coverage: [ |atest on all
aspects of health care including market
developments, the impact of managed care,
antitrust issues, the tort reform debate, and more
To-the-point information: How the news
affects you and your clients

The inside story: Relevant information on
whats happening in organized medicine
Expert viewpoint: Balanced and fair
coverage of legal, political, economic and social
Issues in medicine

The more medicine changes, the
more you nheed AMNews

Join the more than 350,000 readers involved in
health care who depend on AMNews weekly.
They already know why its the most widely read
publication of its kind.

Stay on top of the latest in healthcare 48
times each year for only $99.

Subscribe today!
Call 800-AMA-2350 (FAX 312-464-5831)

American Medical Association
PO Box 10945 = Chicago, IL 60610
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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)
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6 new resources make
family medicine
more tiranageable!

Rakel

TEXTBOOK OF FAMILY
PRACTICE, 5th Edition

“No single textbook...better addresses
the needs of a family practitioner. It is
a worthwhile investment.” (Family
Medicine, review of last edition)

Edited by Robert E. Rakel, MD; With 120
cantributors. July 1995. Over 1755 pp. Over
285 ills. $115.00. Order #W4053-2.

Carr, Freund & Somani
THE MEDICAL CARE OF
WOMEN

Your all-in-one guide to the
comprehensive management of
female patients—from medical
problems in pregnancy...to
psychiatric disorders...to gall
bladder disease, and much more.
Edited by Phyllis L, Carr, MD;

Karen M, Freund, MD, MPH; and
Sujata Somani; MD; With 76 contributors
Aug. 1995. Over 780 pp. Ilhustd. $95.00,
Order #W3779-5.

Weisman & Weinblatt
TREATMENT OF THE
RHEUMATIC DISEASES:
Companion to the Textbook
of Rheumatology
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cross-referenced to TEXTBOOK
OF RHEUMATOLOGY, 4th
Edition, features a full range of
management options for common,
uncommon, and rare rheumatic
conditions...rationales for specific
treatments...guidelines for
referral...and much more.

Edited by Michael H. Weisman, MD and
Michael E. Weinblatt, MD; With 32
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3rd Edition

“The authors present the wide range of
allergic diseases in an extremely read-
able format...Recommend.” (The
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MEDICINE MANUAL,

2nd Edition
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travelers to purchase this book. Will
answer almost any question.” (Mayo
Clinic Proceedings, review of last
edition)

Edited by Elaine C. Jong, MD and

Russell McMullen, MD. With 19 contributors
Mar. 1995. 552 pp. 109 tables, 23 figs. Soft cover.
545,00, Order #W4214-4.

Call toll-free
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and cited journals in dermatology

Priority reading for relevant, clinical information
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Selected recent topics from
Archives of Dermatology

® Corticosteroid Contact Allergy

® Protean Manifestations of Human
Papillomavirus Infection

® Chronic Actinic Dermatitis

® Clinical Manifestations of
Photosensitivity in Patients
with HIV

® Significance of Eccentric Foci of
Hyperpigmentation within
Melanocytic Nevi

® Vasculitis Affecting the Skin

® Erythroderma: A
Clinicopathological Study

dermatology. One of the best clinical tools available, Archives of

Dermatology is highly regarded by physicians as well as by
researchers and academicians, and is a widely used resource in formal
medical education.

Stay ahead of the changes affecting the practice and study of

® Relevant. Thorough coverage keeps readers up-to-date with
information useful in practice. In-depth discussions of common
problems, news of recent advancements and coverage of a wide
range of clinical interests make the Archives a must-read journal.

e Efficient. Extensive color photography, including the “Off-
Centerfold” section, adds clarity and assists in clinical decision-
making. The journal’s design emphasizes practicality with highly
readable type and structured abstracts.

® Peer-reviewed. Articles are reviewed by experts to ensure
uncompromising scientific excellence and authoritative clinical
leadership. As a result, the Archives publishes definitive information
on topics encompassing the full range of the specialty.

e Current. Trust the Archives for the latest in developing
technologies and how these changes relate to patient care.

Archives of Dermatology is a leading
resource for clinical practice.
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Facing the future.
Marjorie A. Bowman,
MD, MPA. Professor and
chair, Department of
Family and Community
Medicine, Bowman Gray
School of Medicine,
Wake Forest University.
Elected to the Institute
of Medicine in 1993.
Editor, Archives of
Family Medicine.

Remember the face.

The New Face
of Family Medicine

Comprehensive physician. Decision maker.
Care giver. Patient advocate. Leader.
Family medicine has a new face and the
clinical journal the specialty demands —
Archives of Family Medicine. Peer reviewed,
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Breaking the Code

She feared a physician’s intrusion—
lung cancer terror voiced with still eyes.
I chose to assist her surgeon

with the neck-node biopsy;

was drafted to assist

her fate’s savage bite.

Her sweat-spent face sagged

toward purpling right hand

as the gaping trench we dug

finally let loose her lump,

then fired back its red missiles.

Panic sparked through our guts
fueled by routine’s dry tinder.
“Unfair!” my clenched teeth screamed
when I saw her dusky fist

seize our sterile barrier.

Then, “Flat line—stand back!”

from chest’s spongy twitch

and sickening heavy bounce.
Pus-filled lungs and clammy groin
were quickly invaded by blades,
needles and tubes—

while my mind grew thicker,

“We gotta stick her . . .”

She did not say goodbye

or where she wanted to go.

Death spills the suffering life contains.
This afternoon her pain passed on;
trenchant hours measured to me,
lifelong pangs for her children.

With quiet whispers the others

filed out beside me.

My heart wanted comfort of wailing—
tropical gusts to blow the chill

out of the now-dimmed surgical suite—
but I found no loved ones,

no beating of breasts.

Believing I might shake off

sodden heaviness like a drenched cat

I headed home to watch the sunset,
the Discovery Channel

(black bears grinning, trout stuck to paws)
and MTV videos

(RadioHead singing, “I am a creep, a weirdo”).
Stll numb, 1 could only wonder:

had Christ felt the blade placed
between his ribs with love?

I prayed that she ask Him,

and then for her children—

who had no chance to say goodbye.

Tim Van Ert
Selah, Wash



Executive Vice President/Chief Executive Officer

T he American Medical Association is seeking an Executive
Vice President/Chief Executive Officer. The successful
candidate will manage and represent this 300,000 member,
broad-based professional medical association. The AMA is a
$200 million organization with approximately 1200
employees.

The successful candidate will, under the direction of the Board
of Trustees, provide leadership to strategic planning; major
advocacy efforts, including both public sector and private sector
initiatives; broad-based communications to a wide range of
audiences; diverse standard setting activities related to medical
education, science, quality of medical care, and ethics;
relationship building with members, other medical societies, the
business community, government officials and agencies, and
the media; an increasingly active and diverse set of business
activities that generate significant non-dues revenue; and an
aggressive membership development effort.

T'he candidate should have a proven track record in a key
leadership or management role in a major association,
organization, or corporation. The person must be articulate
and possess strong interpersonal skills. The person must be able
to motivate, must understand the legislative process, and must
enjoy the advocacy involvement of a major professional
organization. Leadership and executive skills are essential. An
advanced degree is essential, and an MD is preferred.

All inquiries will be handled confidentially. Please send a resume
in confidence to: John Lloyd

Witt/Kieffer, Ford, Hadelman & Lloyd

2015 Spring Rd, Suite 510

Oak Brook, IL 60521

Fax: (708) 990-1382

American Medical Association
Physicians dedicated to the health of America




Just One Nasal Steroid Has Both:

(fluticasone propionate)
A firstline therapy for manage- Effectiveness depends on
ment of seasonal and perennial regular use.

allergic rhinitis in patients 12~ g Sibls et soeuing ik o 1%

years and older—not indicated _ (el hi il
for nonallergic rhinitis. f iGansal IiglaR i possialc)
9 included epistaxis and

Relief of nasal symptoms may nasal burning (3% to 6%) and

begin within 12 hours. nasal irritation, headache, and
pharyngitis (1 % to 3%).
Maximum benefit may take

several days. Onset of action - B2bASE..,

——— NIII'_
and degree of relief gy | H‘ﬁ“ . Please consult Brief Summary of
vary in individual pchents w Prescribing Information on adjacent page.
Focused Relief for Allergic Rhinitis...

NIEWI L NAS E
MNASAL
SPRAY 0.05%

ﬂuncasone propionate) &0

The Aqueous/Once-a-Day ANTI-RHINITIC’



Flonase™ BRIEF SUMMARY
(fluticasone propionate)
Nasal Spray, 0.05% w/w

SHAKE GENTLY
For Intranasal Use Only. BEFORE USE.
The following is a brief summary only. Before prescribing, see ¢ lete p ibing inf ion in

Flonase™ Nasal Spray product labeling.

CONTRAINDICATIONS: Flonase™ Nasal Spray is contraindicated in patients with a hypersensitivity to any
of its ingredients.

WARNINGS: The replacement of a systemic glucocorticoid with a topical glucocorticoid can be accompa-
nied by signs of adrenal insufficiency, and in addition some patlents may expenence symptoms of with-
drawal, e.g., joint and/or muscular pain, lassitude, and Patients previously treated for prolonged
periods with systemic glucocorticoids and transferred to topical glucoconicoids should be carefully moni-
toregl for acute adrenal insufficiency in response to stress. In those patients who have asthma or other clin-
ical conditions requiring long-term systemic glucocorticoid treatment, too rapid a decrease in systemic glu-
cocorticoids may cause a severe exacerbation of their symptoms.

The use of Fionase™ Nasal Spray with alternate-day systemic prednisone could increase the likelihood
of hypothalamic-pituitary-adrenal (HPA) suppression compared with a therapeutic dose of either one alone.
Therefore, Flonase Nasal Spray should be used with caution in patients already receiving aiternate-day
prednisone treatment for any disease. In addition, the concomitant use of Flonase Nasal Spray with other
inhaled glucocorticoids could increase the risk of signs or symptoms of hypercorticism and/or suppression
of the HPA axis.

Patients who are on immunosuppressant drugs are more susceptible to infections than heaithy individu-
als Chickenpox and measles, for example can have a more serious or even fatal course in patients on

ppressant doses of cortice ids. In such patients who have not had these diseases, particular
care should be taken to avoid exposure How the dose, route, and duration of corticosteroid administration
affects the risk of d D ion is not known. The contribution of the underlying dis-
ease and/or prior cortlcostermd treatment to the risk is also not known. If exposed to chickenpox, prophy-
laxis with varicella zoster immune globulin (VZIG) may be indi If d to measles, prophylaxis with
pooled intramuscutar immuneglobulin (IG) may be indicated. (See the respective package inserts for com-
plete VZIG and IG prescribing information). If chickenpox develops, treatment with antiviral agents may be
considered.

PRECAUTIONS:
I: Rarely, i I yp itivity or contact dermatitis may occur after the mtranasal
administration of fluticasone propionate. Rare instances of wheezing, nasal septum p

Flonase™ (fluticasone propionate) Nasal Spray, 0.05%

There are no adequate and well-contrelled studies in pregnant women. Fluticasone propionate should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Experience with
oral glucocorticaids since their introduction in pharmacologic, as opposed to physiologic, doses suggests
that rodents are mare prone to teratogenic effects from glucocorticoids than humans. In addition, because
there is a natural increase in glucocorticoid production during pregnancy, most women will require a lower
exogenous glucocorticoid dose and many will not need glucacorticoid treatment during pregnancy.

Nursing Mothers: It is not known whether fluticasone propionate is excreted in human breast milk.
Subcutanecus administration of tritiated drug to lactating rats (10 meg/kg, 59 meg/m?) resulted in measur-
able radioactivity in both plasma and milk. Because other glucacorticoids are excreted in human milk, cau-
tion should be exercised when Flonase Nasal Spray is administered to a nursing woman.

Pediatric Use: The safety and effectiveness of Flonase Nasal Spray in children below 12 years of age have
not been established. Oral glucocorticoids have been shown to cause growth suppression in children and
teenagers with extended use. If a child or teenager on any glucocorticoid appears to have growth suppres-
sion, the possibility that they are particularly sensitive to this effect of giucocorticoids should be considered
(see PRECAUTIONS).

Geriatric Use: A limited number of patients above 60 years of age (n=132) have been treated with Flonase
Nasal Spray in US and non-US clinical trials. While the number of patients is too small to permit separate
analysis of efficacy and safety, the adverse reactions reported in this population were similar to those
reported by younger patients.

ADVERSE REACTIONS: In controlled US studies, 2,427 patients received treatment with intranasal flutica-
sane propionate. [n general, adverse reactions in clinical studies have been primarily associated with irrita-
tion of the nasal mucous membranes, and the adverse reactions were reported with approximately the
same frequency by patients treated with the vehicle iiself. The complaints di¢ not usually interfere with
treatment. Less than 2% of patients in clinical trials discontinued because of adverse events; this rate was
similar for vehicle and active comparators.

Systemic glucacorticoid side effects were not reported during controiled clinical studies up to 6 months
duration with Flonase™ Nasal Spray. If recc ded deses are ded, however, or if individuals are
particularly sensitive or if in conjunction with systemically administered glucocorticoids, symptoms of
hypercorticism, e.g., Cushing’s syndrome, could occur.

The following incidence of common adverse reactions is based upon seven controlled clinical trials in
which 536 patients (57 giris and 108 boys aged 4 tc 11 years, 137 female and 234 male adolescents and
adults) were treated with Flonase Nasal Spray 200 mcg once daily over 2 to 4 weeks and two controlled
clinical trials in which 246 patients (118 female and 127 male adolescents and adults) were treated with
Flonase Nasal Spray 200 meg once daily over 6 months.

glaucoma, and increased intraocular pressure have been reported following the intranasal apphcatmn of
glucocorticeids.

Use of ive doses of gluc may lead to signs or symptoms of hypercorticism, suppresswn
of HPA function, and/or suppression of growth in children or teenagers. K y studies in
children on orally inhaled glucocorticoids showed inhibitory effects on short-term growth rate. The relation-
ship between short-term changes in lower leg growth and long-term effects on growth is unclear at this
time. Physicians should closely follow the growth of adolescents taking glucocerticoids, by any route, and
weigh the benefits of glucocorticoid therapy against the possibility of growth suppression if an adolescent’s
growth appears slowed.

Although systemic effects have been minimal with recommended doses of Flonase™ Nasal Spray,
potential risk increases with larger doses. Therefore, larger than ded doses of Flonase Nasal
Spray should be avoided.

When used at larger doses, systemic glucocorticoid effects such as hypercorticism and adrenal suppres-
sion may appear. If such changes occur, the dosage of Flonase Nasal Spray should be discontinued slowly
consistent with accepted procedures for discontinuing oral glucocorticoid therapy.

In clinical studies with fluticasone propionate administered intranasally, the development of localized
infections of the nose and pharynx with Candida albicans has occurred only rarely. When such an infection
develops, it may require treatment with appropriate local therapy and discontinuation of treatment with
Flonase Nasal Spray. Patients using Flonase Nasal Spray over several months or longer should be exam-
ined periedically for evidence of Candida infection or other signs of adverse effects on the nasal mucosa.

Flonase Nasal Spray should be used with caution, if at all, in patients with active or quiescent tubercu-
lous infections; d fungal, ial, or ic viral infections; or ocular herpes simplex.

Because of the inhibitory effect of glucocorticoids on wound healing, patients who have experienced
recent nasal septal ulcers, nasal surgery, or nasal trauma should not use a nasal glucocorticoid until heal-
ing has occurred.

Information for Patients: Patients being treated with Flonase Nasal Spray should receive the following
information and instructions. This information is intended to aid them in the safe and effective use of this
medication. It is not a disclosure of all possible adverse or intended effects.

Patients should be warned to avoid exposure to chi or les and, if
physician without delay.

Patients should use Flonase Nasal Spray at regular intervals as directed since its effectiveness depends
on its regular use. A decrease in nasal symptoms may occur as soon as 12 hours aﬂer stamng therapy
with Flonase Nasal Spray. Results in several clinical trials indicate stati i impr
within the first day or two of treatment; however, the full benefit of Flonase Nasal Spray may not be
achieved until treatment has been administered for several days. The patient should not increase the pre-
scribed dosage but should contact the physician if symptoms do not improve or if the condition worsens.
For the proper use of the nasal spray and to attain maximum improvement, the patient shoutd read and fol-
low carefully the patient’s instructions accompanying the product.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Fluti propionate d d no tumori-
genic potential in studies of oral doses up to 1.0 mg/kg (3 mg/m? as caliculated on a surface area basis)
for 78 weeks in the mouse or inhalation of up to 57 mcg/kg (336 mcg/m?) for 104 weeks in the rat.

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells /n vitro. No signif-
icant clastogenic effect was seen in cultured human peripheral lymphocytes in vitro or in the mouse
micronucleus test when administered at high doses by the oral or us routes. Furth , the
compound did not delay erythroblast division in bone marrow.

No evidence of impairment of fertility was observed in reproductive studies conducted in rats dosed
subcutaneously with doses up to 50 mcg/kg {295 meg/m?) in males and females. However, prostate
weight was significantly reduced in rats.

Pregnancy: Teratogenic Effects: Pregnancy Calegory C: Subcutaneous studies in the mouse and rat at
45 and 100 mcg/kg, respectively (135 and 590 mcg/m?, respectively, as calculated on a surface area
basis), revealed fetal toxicity characteristic of potent giucotorticoid compounds, including embryonic
growth retardation, omphalocele, cleft palate, and retarded cranial ossification.

In the rabbit, fetal weight reduction and cleft palate were observed following subcutaneous doses of 4
mcg/kg (48 meg/m?).

However, following oral administration of up to 300 meg/kg (3.6 mg/m?) of fluticasone propionate to the
rabbit, there were no maternal effects nor increased incidence of external, visceral, or skeletal fetal
defects. No fluticasone propionate was detected in the plasma in this study, consistent with the established
low bioavailabifity following oral administration (see CLINICAL PHARMACOLOGY section of the full prescrib-
ing information).

Less than 0.008% of the dose crosses the p
590 mcg/m?) or rabbits (300 mcg/kg, 3.6 mg/m?).

d, to consult their

following oral ation to rats {100 meg/kg,

Greater than 1% (Causal Relationship Possitle): Respiratory: Epistaxis, nasal burning {inci-
dence 3% to 6%); blood in nasal mucus, pharyngitis, nasal irtitation (incidence 1% to 3%).
Neurological: Headache (incidence 1% to 3%).
Incidence Less than 1% (Causal ionship Possibile): i
ness, smusms nasal congestion, bronchitis, nasal ulcer, nasal septum exconatnon
Ne. i: Dizziness.
Speciat Senses: Eye disorder, unpleasant taste,
Digestive: Nausea and vomiting, xerostomia.
Skin and Appendages: Urticaria.

g, runny nose, nasal dry-

OVERDOSAGE: There are no data available on the effects of acute or chronic overdosage with Flonase™
Nasal Spray. Intranasal administraticn of 2 mg (10 times the recommended dose) of fluticasone propionate
twice daily for 7 days to healthy human volunteers was well tolerated. Single oral doses up to 16 mg have
been studied in human volunteers with no acute toxic effects reported. Repeat oral doses up to 80 mg
daily for 10 days in volunteers and repeat cral deses up te 10 mg daily for 14 days in patients were well
tolerated. Adverse reactions were of mild or moderate severity, and incidences were similar in active and
placeba treatment groups. Acute overdosage with this dosage form is unlikely since one bottle of Flonase
Nasal Spray contains approximately 8 mg of fiuticasone propionate. Chronic overdosage may result in
signs/symptoms of hypercorticism (see PRECAUTIONS).
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Effective relief with a low
incidence of peptic ulcer

RELAFEN




RELAFEN

NABUMETONE '

RELAFEN’ \

brand of nabumetone

Brief Summary: Consult full prescribing information before using

CLINICAL PHARMACOLOGY: Aelafenis d ant y drug (NSAID) that exhibits anti-inflamma-
tory. analgesic and antipy studies. As with other nonsteroidal anti-inflammatory

agents, its mode of action 18 not known Hnwevﬁ the a"nln\- 1o inhibit prostaglandin synthesis may be invalved in the
anti-inflammatory effect

The parent compound is a prodrug, which hepatic 10 the active comy , B-mathoxy
Z-naphthytacetic acid (BMNA), a potent inhibitor of prostaglandin synthesis

INDICATIONS AND USAGE: Acute and chronic treatment of signs and of and |
arthritis

CONTRAINDICATIONS: Patients (1) who have previously exhibited hypersensitivity to 1t (2) i whom Relafen, aspinn
or other NSAIDs induce asthma, urticaria or other allergic-type reactions

'WARNINGS: Remain alert for ulceration and bieading in patients treated chronicatly, even in the absence of previous

G.I. tract symptoms

in controfled clinical trials involving 1,677 patients treated with Refafan (1,140 followed for one year and 327 for two

years], the cumulative incidence of peptic ulcers was 0.3% (95% CI, 0%, 0.6%) at three to six manths, 0.5% (35% CI

0.1%, 0:9%] at one year and 0.8% (85% CI; 0.3%, 1.3%] at two years. inform patients of the signs and symatoms of

senous G.1. toxicity and what steps to take if they occur. In patients with active peptic ulcer, weigh the benef

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 recommended dosage range). anticipate banefit sufficient

to offset the potential increased sk of G.I toxicity

PRECAUTIONS: Because vl hepatic no iment of Relafendosage is

generally necessary in patients with renal .nsuﬁlcud\:\f However, as with all NSAID; monitor patients with impaired

renal function more closely than patients with narmal renal function

Evaluate patients with symptoms and/or sugns siggesting liver dystunction, or in whom an abnormal fiver test has

occurred, for evidence of the development of @ more severe hepatic reaction while on Aefafen therapy. If abnormal liver

msts persist of worsen, if tlrnlcal signs and symptoms consistent with liver disease develop, or if systemc
occurfe.g., .rash_ etc ] discontinue Aelafen. Use Relafencadtiously in patients with severe

hepatic impairment

As with other NSAIDS, use Refafen cautiously in patients with a history of congestive heart failure, hypertension or

other conditions predisposing to fluid retention

Based on L.V light photosensitivity testing. Aefafen may be associated with more reactions to sun expasura than might

be expected hased on skin tanning types

Physicians may wish 1o discuss with their patients the potential risks {see WARNINGS, PRECAUTIONS and ADVERSE

REACTIONS) and likely benefits of NSAID treatment, particularly when the drugs are used for less serious conditions

whare treatment without NSAIDS may represant an acceptable alternative to both the patient and the physician

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

In two-year studies conducted in mice and rats, nabumatone had no statistically significant tumarnigenic effect
Nabumetone did not show mutagenic potential in the Ames test and mouse micronucleus test in vivo. However,
nabumetone- and BMNA-treated lymphocytes in culture showed chromosomal aberrations at B0 meg/mi and higher
cancentrations (equal 1o the average human expasure to Aeiafen at the maximum recommended dosel

Nabumetone did not impair fertility of male or female rats treated orally at dosas of 320 mo/ka/day bafore mating

Pregnancy Category C: Nabumetone did not cause any teratogenic effect in rats gven up to 400 ma/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 GBMNA at the maximum recommended human dose), There are
noadequate, well-controlied studies in pregnant women. Lise the drug during pragnancy only if clearly needed. Because
of the known affect of prostaglandin-synthesis-inhibiting drugs on the human fetal cardiovascular system (closure of
doctus arteriosus), use of Retafien during the third trimester of pregnancy is not recommandad

The effects of Aelafenon labor and delivery inwomen are not known. As with other drugs known to inhibit prostaglandin
synthesis. an increased incidence of dystocia and delayed partunition occurred in rats reated thrioughout pregnancy

It iz nat known whether nabumetone or its metabolites are excreted i human milk; however, BMNA is excreted in the
milk of lactating rats. Because of the possible adverse effects of prostagiandin-synthesis-inhibiting drugs on neonates,
Relafen is not recommended for use in nursing mothers

Sataty and etficacy in children have not been established

0f the 1,677 patiants in U.S. clinical studies who were treated wath Relafen, 411 patients (24%) were 65 years of age
or older; 22 patients (1%) were 75 years of age o oldet. 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-LLS. postmarketing
surveillance study of 10,800 Relsfen patients, of whom 4 577 patients {42%) were 65 years of age or older

ADVERSE REACTIONS: In:uim:a >1%—Probably Causally Related—Diarrhea (14%), dyspepsia {13%)
abdominal pamﬂ?‘!hl constipation®, flatulence®, nausea®, positive stool guaiac®, diy mouth, gastritis, stomatitis,
vumltl»g dizziness®, headache®, fatigue, increased , Insomnia, lence, pruritus®, rash®
tinnitus®, edama®

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

Incidence <1%—FProbably Causally Related"—~Anorexia, cholestatic jaundice, duodenal ulcer, dysphagia, gastric
wicer, gastroenteritis, gastrointestingl bleeding, increased appetite, liver function abnarmalities, melena, asthenia,
agitation, anxiaty, confusion, depression, malaise, paresthesia, tremor, vértigo, bullows eruptions, photosensitivity,
urticaria munummh\ma cutanea tarda, towic epidermal necrolysis, vasculitis, weight gain, dyspnea, ensiophilic

il azptemia, hyperurcemia, interstitial nephyitis, nephrofic

syndrame, Vdgmdlm’eedlr'g abmmmnl wision, “toid reaction, ylaxis, ang edema

Incidence <1%—Causal Relationship Unk *—HBilirubinuria, eructation, gal
glossitis, pancreatitis, rectal bleeding, nlghlmdrﬂs acne, alopecia, erythema ml.n’rnrom?e Stevens-Johnson §
angina, arthythmia, hypertension, myocardial infarction, pal syncope, th hi asthm: h
dysuria, hematuria, impotence, renal stones, taste disorder, fever, chills, anemia, leukopenia, Ijianlllnc'n penia.
thrombocytopenia, hyperglycemia, hypokalemia, weight loss

tAdverse reactions reported only in worldwide postmark eling expenence of in the literat
ara considered rarer and are italicized

OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and institule general supportive
measures as necessary, Activated charcoal, up to 60 grams. may effectively reduce nabumetong absorption
Coadministration of nabumetone with charcoal to man has resulted in an B0% decrease in maximum plasma
concentrations of the active metabolite

&, not s2en in clinical trals,

[One overdose occurred in a 17-year-old femala patient who had a history of abdominal pain and was hospitalized for
increased abdominal pain foliowing ingestion of 30 Aelafen tablets (15 grams total). Stools were negativa for occult
hiood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She was given an
Hy-receptor antagonist and discharged from the hospital without sequelae

DOSAGE AND ADMINISTRATION: fecommended starting dose: 1000 my taken as a single dose with or without
food. Some patients may obtain more symptomatic relief from 1500 myg to 2000 mg daily. Dosages over 2000 mg daily
have not been studied. Use the lowest effective dose for chronic treatment

HOW SUPPLIED:; Tablets: Oval-shaped, fiim-coated: 500 mg-white, |rn;|r|r|n‘_~.l with the product name RELAFEN and
500, in bottles of 100 and 500, and in Single Unit Packages of 100 usa only), 750 mg-beige,
imprinted with the product name RELAFEN and 750, in bottles of 100 and im_ and in Single Unit Packages of 100
{intended for institutional use anly)

Store at controtled room temperature {53° to BE°F) in well-closed container, dispense in light-resistant container
500 mg 100°s: NDC D029-4851-20 750 mg 100's: NDC 0029-4852-20

500 mg 500°s: NDC D023-4851-25 750 mg 500's: NDC 0029-4852-25

500 mg SUP 100°s: NOC 0029-4851-21 750 mg SUP 100's: NOC 0023-4852-21

BRS-ALLY

SmithKline Beecham
Pharmaceuticals

Philadeiphia, PA 19101

©5mithKline Bescham, 1994

For some of
your patients
this list could be
a life saver.

This list of symptoms is being featured in a print
ad as part of the National Mental Health
Association’s (NMHA) National Public
Education Campaign on Clinical Depression.
The campaign communicates these basic
messages: Clinical depression isamedical illness.
Effective treatments are available. See a doctor.
A free booklet on clinical depression isavailable
by calling NMHA at 1-800-228-1114.

The National Public Education Campaign on
Clinical Depression is being co-sponsored by the
American Medical Association along with nine
other national professional health and mental
health associations.

National
Mental Health
w Association..




Keep on top of today’s
toughest legal and
ethical issues.

Current Opinions with Annotations is an
essential component of the American Medical
Association’s (AMA) Ethics Code. Published
by the AMA’s Council on Ethical and Judicial
Affairs in May 1994, Current Opinions with
Annotations contains over 125 opinions,
including more than 20 new opinions and 30
revised opinions. It’s an invaluable tool to
help you stay abreast of today’s ever-changing

medical/legal scene.

You’ll find opinions covering the toughest
legal and ethical issues facing medicine today.
Rationing of health care, withdrawal of life-
sustaining medical treatment, reproductive
issues, mzmaged care, and economic conflicts

of interest are just a few examples.

In addition, the 1994 edition is annotated
with the most recent reported court decisions

and legal, medical, and health policy articles

which cite the Opinions or the Principles of
Medical Ethics. So you can be assured of

complete coverage.

Current Opinions with Annotions is an
essential reference for both academic and

legal researchers, now more than ever. Call toll
free 800 621-8335 and order yours today.

Code of

Medical Ethics,
Current Opinions
with Annotations

1994 Edition

Order #: OP632394LS
AMA Member price: $15
Nenmember price: $35

To order, call 800 621-8335
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Physicians dedicated to the health of America




ensuring that sound and compassionate decisions are
made for our patients. Layde et al remind us that we
cannot rely on a single thread, nor can we ignore the
imperative to listen to our patients while they still
have the ability to speak.

Barbara A. Morris, MD
University of Cincinnati (Ohio)
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Comprehensive physician.
Decision maker. Care giver.
Patient advocate. Leader.,

Family medicine has a new face
and the clinical journal the
specialty demands—Archives of
Family Medicine. Peer reviewed,
cutting-edge, primary source
material. Easily read. Immediately
applicable to daily practice.

For subscriber information,
call toll-free: 800-AMA-2350.
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Editor’s Note:

had a wonderful patient with end-stage chronic obstructive pulmonary disease who died after a decision was reached

not to reintubate yet again. However, in spite of several discussions of his wishes over several years and his intermit-
tent episodes of lucidity near the end, he could never make the decision to sign a living will or an advance directive. He also
did not want to put his wife in the position of having to make the decision, believing it would be emotionally too difficult for
her. He would not choose among his three children. Instead, he wanted me, his doctor, to make the decision. In the end, his
ongoing misery was clear, as was the unlikelihood of anything but small, temporary success. His children, with his wife in
agreement, made the decision, with the support of myself and the intensive care unit attending physicians, that reintubation
no longer met his standard criterion: “If I won't get off the respirator, don’t put me on.” In many ways, that simple statement
was as clear as many sheets of paper of an advance directive.

I keep learning new things about decision making at the end of life, often through the school of hard knocks. I recently

Marjorie A. Bowman, MD, MPA
Editor
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FOR HYPERTENSION OR ANGINA
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anl ummal LAl - ; mp y
ing I;?nmatmn as of April 1993 A 24-rntmth sl'udy |n rais al aral nsaqs Bava!s o! up to 100 mo/kgfday and a 21-month study in mice at oral

[:m-“]uEM@ cD dosage levels of up to 30 mo/kg/day showed no evidence of carcinogenicity. Thera 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

(diltiazem HCI) observed in a study performed in male and female rats at oral dosages of up to 100 mg/kg/day.

Capsules w. Reproduction studies have been conducted in mice, rats, and rabbits. Administration of doses ranging
from five to ten times greater (on a mg/kg basis) than the daily recommended therapeutic dose has resulted in

CONTRAINDICATIONS embryo and fetal lethality. These doses, in some studies, have been reported to cause skeletal abnormalities, In

CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the presence of a f the p D studies, there was an Increased incidence of stillbirths at doses of 20 times the human dose

ventricular pacemaker, (2) patients with second- or third-degree AV block except in the presence of a !unctmnlng or greater.

ventricular pacemakar, (3) patients with hy, gmnsmn (less than 90 mm H srslull:] (4) patients who have demon-

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

strated hypersensitivity to the drug, and (

documented by x-ray on admission.

WARNINGS .

1. Cardiac Conduclion. CARDIZEM prolongs AV node refractory periods without significantly prolonging sinus
node racovery time, except in patients with sick sinus syndrome. This ffect may rarely result in abnormally
slow heart rates (particularly in patients with sick sinus syndrome) or second- or third-degree AV block ri13 of
3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or digitalis ma{ result in additive
effects on cardiac conduction, A patient with Prinzmetal’s angina developed periods of asystole (2 to 5
seconds) after a single dose of 60 mg of diltiazem.

2. Congestive Heart Fallure. Although diltiazem has a negative inotrapic effect in isolated animal tissue prepara-
tions, hemodynamic studies In humans with normal ventricular function have not shown a reduction in cardiac
index nor consistent negative effects on contractility (dp/dt). An h:ﬂt: study of oral diltiazem in patients with

) patients with acute myocardial infarction and pul ¥y

MNursing Mothers

Diltiazem is excreted in human milk. One report suggests that concentrations in breast milk may approxi-
mate serum levels, If use of CARDIZEM is desmed essential, an afternative method of infant feeding should
be instituted.

Pediatric Use
Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

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

The following table p the most adverse reactions reported in placebo-controlied angina and

impaired ventricular function (sjection fraction 24% = %) in indices of

function without significant decrease in contractile function (dp/dt). Wt:rsamng of congestive heart failure has
heen regnmd In patients with preexisting impairment of function e with the use of
CARDIZEM (diltiazem hydrochioride) in combination with beta-blockers in panants with |mp:urad ventricular
function s limited, Caution should be exercised when using this combination.

Hypolension. Decreases in blood pressure associated with CARDIZEM therapy may occasionally rasull in
symptomatic hypotension.

Acule Hepalic Injury. Mild elevations of transaminases with and without concomitant elevation in alkaline
phosphatase and bilirubin have been abserved in clinical studies. Such elevations were usually transient and
fraquently resolved even with continued diltiazem treatment. In rare significant elevations in
enzymes such as alkaline phosphatase, LOH, SGOT, SGPT, and ather phenomena consistent with acute hepatic
Injury have been noted. These reactions tended to occur early after therapy initiation L‘I 10 8 weeks) and have
been reversible upon discontinuation of ﬂl‘l.b% therapy. The relationship to CARDIZEM Is uncertain in some
tases, but probable in some. (See PRECAUTI

PRECAUTIONS

General

CARDIZEM (diltiazem hydrochloride) is extensively metabolized by the liver and excreted by the kidneys and in
bile. As with any drug q*ven over ?hulungad periods, faboratory parameters of renal and hepatic function should
be monitored at regular intervals. The drug should be used with caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were
associated with hepatic damape. In special subacute hepltic studies, oral doses of 125 mg/kg and higher in rats
were assoclated with histological changes in the liver which were reversible when the drug was discontinued, In
dogs, doses of 20 markyg were also associated with hepatic changes; however, these changes were reversible with
continued das:n

Dermatological :vcnts {see ADVERSE REACTIONS section) may be transient and may disappear despite continued
use of CAR EZEM However, skin eruptions prograssing to erythema multiforme and/or exfoliative dermatitis have
also been infraquently reported. Should a dermatologic reaction persist, the drug should be discontinued,

o

Drug Inferactions
Due to the potential for additive effects, caution and careful titration are warranted in patients receiving CARDIZEM
concomitantly with other agents known to affect cardiac contractility andior conduction. (See WARNINGS.)
Pharmacologic studies indicate that there may be additive ellecls in prolonging AV conduction when using beta-
blockers or digitalis concomitantly with CARDIZEM, (See WARN gL
As with all drugs, care should be exercised when treating pat'ents with multiple medications. CARDIZEM undar-
oes biotransformation by cytoch P-450 mixed function oxidase. Coadministration of CARDIZEM with other
agents which follow the same route of biotransformation may result in the competitive inhibition of metabolism.
Especially in ﬂa!mnls with renal and/or hepatic impairment, d of similarly metabolized drugs, particularly
Ihose of erapeutic ratio, may require adjustment when starting or stopping concomitantly administered dlm-
azem to maintain optimum therapeutic blood levels.
Beta-blockers. Controlled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and
beta-blockers is usually well tolerated, but avallable data are not sufficient to predict the effects of concomitant
treatment in patients with left ventricular dysfunction or cardiac conduction abnormalities.

Administration of CARDIZEM (diltiazem hydrochloride) cnnnumﬁanﬂ! with propranolol in five normal vulunteers
resulted in Increased propranolol levels In all subjects and b ility of p was d approxi-
mately 50%. In vitro, propranolol appears to be displaced from ns hlndlng snes by dittiazem. If combination
therapy is initiated or withdrawn in conjunction with pre in the propranolol dose may be
warranted. (See WARNINGS.)

Cimetidine. A study in six health has shown a in peak diltiazem plasma levels

(58%) and area-undar-the-curve {Ea%p aftsr a 1-week course tﬂ cnmeﬂdmu at 1200 mﬂ per day and a single dose
of diltiazem B0 mg. Ranitidine produced smaller, ect may be medtatsd by
cimetiding's known inhibition of hepah: 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 therapy with cimetidine. An adjustment in the ditiazem
dose may be warranted.

Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin lavels in 12 patignts with coronary

yperten T trials in patlents receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for
comparison.

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hypertension Trials Combined

Cardizem CD Placebo
Adverse Reacti (n=607) (n=301)
Headache 5.4% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets, and CARDIZEM SR capsules involving over
3200 patients, the most comman events (e, greater than 1%) were edema \4.5%]‘ headache (4.6%), dizziness
{35%]. a[stha%ia (2.6%), first-degree AV block (2.4%}. bradycardia (1.7%), flushing (1.4%), nausea (1.4%),
and rash

In addition, the @ events were (h ss than 1%) in angina or h{pﬂﬂmlﬂﬂ trials:
Cardiovascular; Angina, arthythmia, AV block %secan& o third- daqree) bundie branch block, congestive heart
failure, ECG abnormalities, h;g:otansmn palpitations, tachycardia, ventricular extrasystoles

Nervous System: Abnormal dreams, amnesia, depressmn gait abnormallty, hallucinations, Insomnia, nervous-
ness, paresthesia, personality change, somnolence, tinnitus, tremor

Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia, mild elevations of SGOT,
SGPT, LDH, and alkaline phosphatase (see hepatic warnings), thirst, vomiting, weight increase

Dermatological: Petechiae, photosensitivity, pruritus, urticaria

Other. Amblyopia, CPK increase, dyspnea, epistaxis, eye irritation, hyperglycemia, hyperun:ewa impotence,
muscle cramps, nasal congestion, nocturia, osteoarticular pain, polyuna sexual difficulties

The following postmarketing events have been reported Infrequently In patients receiving CARDIZEM: alopecia,
erythema multiforme, exfoliative dermatitis, extrapyramidal symptoms, glnglval fyperplasia, hemolytic anemia,
increased bigeding time, leukopenia, purpura, retinopathy, and thrombocytopenia. In addition, events such as
myocardial infarction have been observed which are not readily dlstlngurs e from the natural history of the
disease in these patients. A number of well-documented cases of generalized rash characterized as lsukocyto-
clastic vasoulitis, have been reported. However, a definitive cause and effect reialmnshlp between these events and
CARDIZEM therapy is ye! to be established.
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ana%diseasu Since there have been conflicting results regarding the effect of digoxin levels, itis
igoxin levels be monitored when Inrllailng adjusting, and discontinuing CARDIZEM therapy to avoid possible

over- or under-digitalization. (See WARNINGS.)

Anesthelics. The depression of cardiac contractility, conductivity, and automaticity as well as the vascular dilation

associated with anesthetics may be potentiated by calcium channel blockers, When used concomitantly,

anesthetics and calcium blockers should be titrated carefully.

Cyclosporine. A pharmacokingtic interaction between diltiazem and cyclosporing has been observed during studies

involving renal and cardiac transplant patients. In renal and cardiac transplant recipients, a reduction of

cyclosporing dose ranging from 15% to 48% was necessary to maintain cyclosporine trough concentrations similar

to those seen prior to the addition of diltiazem. If these agents are to be administered concurrently, cyclosporing

concentrations should be monitored. especially when diltiazem therapy is initiated, adjusted, or discontinued.

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

Carbamazepine. Concomitant administration of diltiazem with carbamazepine has besn reported to result in

elevated serum levels of carbamazepine (40% to ?2% increase), resuttrnu in toxicity in some cases. Patients

raceiving these drugs concurrently should be dforap rug
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 CARDIZEM CcD

(diltiazem HCI)190- 180-, 240-, 300-mg Capsules
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. A unique hemodynamic and safety profile
i for hypertension or angina'?
o | | |
' 'I'A’side-effect discontinuation rate comparable to placebo in both hypertension and angina trials?

' f I~Most pommonly reported S|de effects are headache (5.4%), bradycardia (3.3%), first-degree
AV block (B 3%) dlzzlness (3.0%), edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)".
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