WINNER! by a nose...

FLONAGSE is indicated for management of seasonal and perennial allergic rhinitis
in patients 12 years and older. It is not indicated for nonallergic rhinitis.



FLONASE-Greater overall nasal
symptom relief than Seldane”

In seasonal allergic rhinitis
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P=0.016 versus Seldane.

Total Nasal Symptom Scores at Days 11-14

50%

Nasal symploms studied were nasal
obstruction, rhinorrhea, sneezing, and
nasal itching. Symptom scores were
hased on a visual analogue scale
from 0="absent” to 100 ="severe”
for each symptom

In a second study comparing
FLONASE 200 pg QD, Seldane
60 mg BID, and placebo, at days
11-14 FLONASE demonstrated
a 50% reduction in total nasal

= Relief of nasal symptoms may begin within 12 hours.

Effectiveness depends on regular use.

Maximum benefit may take several days. Onset of action
and degree of relief may vary in individual patients.

Works Topically, Not Systemically

Absolute bioavailability averaging <2%
No contraindications with antibiotics or antifungals
No restrictions in patients with cardiovascular disease

CNS effects such as nervousness and dizziness
comparable to placebo

Side effects occurring at >1% (causal relationship possi-
ble) included epistaxis and nasal burning (3% to 6%) and
nasal irritation, headache, and pharyngitis (1% to 3%).

CAUTION: Adrenal insufficiency may occur when patients
are transferred from systemic steroids. Please consult com-
plete Prescribing Information, including Warnings.

Focused Relief for Allergic Rhinitis...

FLONASE..

(fluticasone proplonate) x®

111e Aqueous/Once-a-Day ANTI-RHINITIC

*Seldane (terfenadine) is a registered trademark of Marion Merrell Dow Inc.

Please consult Brief Summary of Prescribing Information for FLONASE
on adjacent page.
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Honasﬂ@ BRIEF SUMMARY
(fluticasone propionate)
Nasal Spray, 0.05% w/w

. SHAKE GENTLY
For Intranasal Use Only. BEFORE USE.

The following s a briet summary only, Before prescribing, see complete prescribing information in
Flonase® Nasal Spray product labeling.

CONTRAINDICATIONS: Fionase®™ 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 patients may experience symptoms of with-
drawal, 2.9., joint and/or muscular pain, lassitude, and depression, Patients previously treated for prolonged
periods with systemic glucocorticoids and ferred to topical g orticoids should be carefully moni-
tored 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.
syThe use of Flonase® Nasal Spray with altemate-day systemic prednisone could increase the likelinood
u?h;rpmmlamic-pitultary-adreml (HPA) suppression compared with a therapeutic dose of either one alone,
Therefore, Flonase Nasal Spray should be used with caution in patients already receiving altemate-day
prednisone treatment for any disease. In addition, the concomitant use of Flonase Nasal Spray with other
inhaled glucocorticolds could increase the risk of signs or symptoms of hyp ticism and/or suppressi
of the HPA axis.

Patients who are on immunosuppressant drugs are more susceptible to infections than healthy individu-
als. Chickenpox and measles, for sxam-pla can have a more serious or even fatal course In patients on

doses of corticosteroids. In stich 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 developing a disseminated infection is not known. The contribution of the underlying dis-
ease and/or prior corticosternid treatment to the nisk is also not known. If expoesed to chickenpox, prophy-
laxis with varicella zoster immune globulln (VZIG) may be indicated. If exposed to measles, prophylaxis with
pooled intramuscular immunoglobulin (IG) may be indicated. (See the respective package inserts for com-
plets VZIG and IG prescribing information). If chickenpox develops, treatment with antiviral agents may be
considered.

PRECAUTIONS:
General: Rarely, immediate hypersensitivity reactions or contact dermatitis may occur after the intranasal

administration of fluticasone propi Rare i of wheezing, nasal seplum perfurallun cataracis,
glaucoma, and increased intraocular p have been rep I'uHowIng the i | application of
glucocorticoids.

Use of doses of g ids may lead to signs or symptoms of hypercorticism, suppression

of HPA function, and/or suppression of growth in children or teenagers. Knemometry studies in asthmatic
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. Physiclans should closely follow the growth of adolescents taking glucocorticolds, by any route, and
welgh the benefits of glucocorticoid therapy against the possibility of growth suppression if an adolescent's
growth appears slowed.,

Aithough systemic effects have been minimal with recommended doses of Flonase® Nasal Spray, poten-
thal risk increases with larger doses. Therefore, larger than recommended 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

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

Flonase Nasal Spray shoula be used wnh caution, if atall, in patients with active or quiescent tubercu-
lous infections; fungat, ial, or viral infections; or ocular herpes simplex.

“Because of the inhibitory effect of g!ucocortlmlds on wound healing, patients who have experienced
recent nasal septal ulcers, nasal surgery, or nasal trauma should not use a nasal glucocorticold 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 wamed to avoid exposure to chickenpox or measles and, if exposed, to consult their
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 after starting therapy
with Flonase Nasal Spray, Results in several clinical trials indicate statistically significant improvement
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 &pray and to attain maximum improvement, the patient should read and fol-
low carefully the patient's instructions accompanying the product.

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

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells in vitro. No signif-
icant clastogenic effect was seen in cultured human peripheral lymphocytes in witro or In the mouse
micronucleus test when administered at high doses by the oral or subcutaneous routes. Furthermore, the
[ d 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 meg/kg (285 meg/m?) in males and females, However, prostate
weight was significantly reduced in rats.

Pregnancy: Teratogenic Effects: Pregnancy Gategory €: Subcutaneous studies in the mouse and rat at
45 and 100 mecg/Kg, respectively (135 and 580 meg/m?, respectively, as calculated on a surface area
bass), revealed fetal foxicity characteristic of potent glucocorticoid compounds, including embryonic
growth retardation, omphalocete, cleft patate, and retarded cranial ossification.

In the rabbit, fetal weight reduction and cleft palate were observed following subcutaneous doses of 4

meakg (48 mog/m?).

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

Less than 0,008% of the dose crosses the placenta following oral administration to rats (100 meg/ka,
590 meg/m?) or rabbits (300 meg/kg, 3.6 mg/m?).

Flonase® (fluticasone propionate) Nasal Spray, 0.05%

There are no adequate and well-controlled sludies in pregnant women, Fluticasona propionate should be
used during pregnancy only if the potential benefit justifies the potential risk tn the fetus. Experience with
oral glucocorticoids since their introduction in pharmaculogic, as opposed to physiologic, doses suggests
that rodents are more prone to teratogenic effects from glucocorticoids than humans, In addition, because
there is a natural increase in glucocorticold production during pregnancy, most women will require a lower
exogenous glucocorticoid dose and many will not need glucocorticoid maimml pregnancy.
Nursing Mothers: It is not known whether fluti propionate is { in human breast milk.
Subcutaneous 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 glucocorticoids are excreted in human milk, cau-
tion should be exercised when Flonase Nasal Spray is administered to & 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 glucocorticolds should be considered
(see PRECAUTIONS).

Geriatric Use: A limited number of patients above 60 years of age (n=132) have been treated with Flonase
Masal 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 with i | flutica-
sone propionate. In general, adverse reactions in clinical studies have been primarily associated with irita-
tion of the nasal mucous membranes, and the adverse ions were with imately the
same frequency by patients treated with the vehicle itself. The cumpialrlls did not usually interfere with
treatment. Less than 2% of patients in clinical trials discontinued because of adverse events; this rate was
gimilar for vehicle and active comparators.

Systemic glucocorticold side effects were not reported during controlied clinical studies up to 6 months
duration with Flonase®™ Nasal Spray. If recommended doses are exceeded, however, or if individuals are
particularly ive or if in conjunction with ically administered glucocerticoids, symptoms of
hypercorticism, g.0:, Cushing’s syndrome, could oceur,

The following incidence of common adverse reactions is based upon seven controlied clinical trials in
which 536 patients (57 girls and 108 boys aged 4 to 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 (119 female and 127 male adolescents and aduits) were treated with
Flonase Nasal Spray 200 meg once daily over 6 months.
Incidence Greater than 1% (Causal Relationship Possible): Respiratory: Epistaxis, nasal buming (inci-
dence 2% to 6%); blood in nasal mucus, pharyngitis, nasal irritation (incidence 1% to 3%).

Neurological: Headache (incidence 1% to 3%).

Incidence Less than 1% (Causal Relationship Possible): Respiratory: Sneezing, runny nose, nasal dry-
ness, sinusitis, nasal congestion, bronchitis, nasal ulcer, nasal septum excoriation.

Neurological: Dizziness.

Special Senses: Eye disorder, unpleasant taste.

Digestive: Nausea and vomiting, xerostomia.

Skin and Appendages: Urticaria.

OVERDOSAGE: There are no data available on the effects of acute or chronic overdosage with Flonase®
Masal Spray. Infranasal administration 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 oral doses up to 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
placebo treatment groups. Acute overdosage with this dosage form is unlikely since one battle of Flonase
Nasal Spray contains approximately 8 mg of fluticasone propionate. Chronic overdosage may result in
signs/symptoms of hypercorticism (see PRECAUTIONS),
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Introducing the complete text and graphics of
JAMA & Archives Journals on CD-ROM. Mine the
wealth of medical information from 10 of the world'’s
most respected journals by tapping a few buttons on
your computer.

This practice-enhancing tool provides powerful
search capabilities (keyword, subject, article type, etc.)
in an easily browsable format that journal readers
will find appealing and familiar.

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

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

* Complete Editorial content ® 5-Year Journal Index

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

o Full MEDLINE®Record ~ ® Quick Outline Viewing -
Links and 5-Year Abstracts locate article sections

[] Yes, please send me
JAMA & Archives Journals
on CD-ROM

To order by phone, call:
1-800-AMA-2350

Or, fax to 312-464-5831
Mail coupon to: AMA Subscription Dept. CD,
P.0.10946, Chicago, IL 60610-0946.

[ 1995 Archival Disk $150*

One disk includes editorial content from January-December 1995 for [AMA and all nine Archives
Journals. 1995 Archival Disk will be shipped in February 1996

1996 Quarter}v Subscription $250*

The first disk, containing ediforial uonh nt for January thro us,h March 1996, will be shipped in April
1996. Each ® nb-oqu ent quarterty disk will be cumulative with the final dis K in the s subscription term
containing, the entire editorial content for 1996

h_{jnmm_ﬁ'm  System me_umlh 386-5X, 540 KB hard disk 5 4 \1B RAM. VGA monitor.
tosh format not yet available. OVID Software from OV |UT‘rhnlrW\_'\

Please complete and return with your order:

Name | | | | | N I | | | RN
QaMD/DO
Address | | | | | | I it

IJ Other (please specify)_

1]kl |
Cit)"i_L_- L (O o o ) ) S Y | ISL‘![Q ! il |
Country |_ | l__I_IJ'

Zip/Postal Code

Phone Fax
0 Check made payable to AMA QVISA UMC JAmEx .lOptlma

Card #

Exp. Date Signature

“Residents in AZ CA, CT. DC, IL, LA, M, NJ, NY, NC, WL add required sales taoc In Canada, add G5T (m‘-ﬂ AMA Sabscription
Dt for inssttion ane! fiomsgrs rates. Rates subgect to change. Payment mist scoompany onder: Nonerfundable PEFAA
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American Medical Association’s

16th Annual Medical Communications
and Health Reporting Conference*

* An expansion of the AMA’s popular
Health Reporting Conference

Sharpen your medical communicating Registration Fees: Uniil March 1
skills at the AMA’s 16th Annual March1l & beyond
Medical Communications and Health AMA member $700 $800
Reporting Conference, Thursday, Nonmember $850 $950

April 25 through Sunday, April 28,1996  Swdents/Residents  $300 $350

at The Crowne Plaza, Miami, Florida. Individual Coaching Sessions:

AMA Member $125

This is a unique conference designed Nonmember $150

for medical reporters, physician broad-
casters, medical spokespeople, and
medical communications pros. The
conference features skills development
in broadcast and speech writing,
interviewing, editing and production,
plus opportunities to be critiqued by
experts. Network with the pros, get
valuable tips on breaking into the busi-
ness, new technology and dealing with
the issues confronting medical commu-
nicators today.

Registration will be accepted on a space
available basis after March 1, 1996
cut-off date.

Course tracks are offered in Speakers
Training, Broadcasting (Introductory
and Advanced levels) and Medical
Communications. Electives are open
to all participants.

Fee includes Welcome Reception, conti-
nental breakfasts, luncheons, video and

Faculty includes experienced physician audiotapes, workshops and materials.

broadcasters, network producers,
broadcast consultants, writers, editors,
media trainers and professional
speakers’ trainers.

To obtain registration materials and/or
more information, complete and return
this form by fax to 312 464-5843 or mail
to address below, or call 312 464-5852.

o Jill Stewart, Conference Director
Funding provided by educational grants from Health Reporting Conference
Bristol-Myers Squibb Company, GlaxoWellcome Inc., American Medical Association
‘M Ortho-McNeil Pharmaceutical and Ortho Biotech. 515 North State Street

iami ida Chicago, Illinois 60610
Miami, Florida icago, Iilinois

April 25-28, 1996

Name Specialty

Address

City State Zip
Phone number FAX

American Medical Association
Physicians dedicated to the health of America




Medical Practice Databank

This new 1995 edition of Physician Marketplace
Statistics provides the very latest statistics — at the
most detailed level possible — for answering ques-
tions about the practice environment of today’s
patient care physician. This edition is published
only 8 weeks after the survey data are processed so
you are using the most timely information available.

This year’s edition, available in textbook and
diskette, incorporates information on federal
physicians. It further adds new tables on physician
involvement with Medicare and Medicaid managed
care contracts, and proportion of time delivering
primary services by specialty, practice size and type
including geographic regions.

Topics covered in the tables include:

* weeks worked

* hours and visits in different settings

» fees for visits

* expenses for six categories

* physician net income

* Medicare practice characteristics

» physician revenue by source of payor

* involvement with managed care systems

» distribution of physicians by employment status

Statistics are broken out for 18 specialties,

9 geographic regions and the ten largest states
(excluding income). Softbound, 150 pages,
over 100 rables and 25 figures.

Published December 1995.

American Medical Association
Physicians dedicated to the health of America
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Physician Marketplace Statistics 1995
ISBN: 0-89970-736-X
Order #: OP193195VC

- AMA member price: $199.95

Nonmember price: $329.95

800 621-8335

Visa, American Express, MasterCard and Optima accepred

Mail your check to Order Department, AMA, PO Box 7046,
Daver, DE 19903.

Sales Tax Chart Shipping & Handling
AZ 705 1A 6 N 6 P
CA 825 My B/5 NY 825 $150-$199.99 $15.95
CrI 6 MN 7 WI 5.50 Over 5200 $19.95
DC 6 NC o6

Canadian residents add 7% Goods and Service Tax.
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The number one source for news

Taste of Medicare reform

C mmm

Medicare reform and market upheaval promise dramatic changes
—| in 1996. Will you know what to expect? You will — if you read
American Medical News.

Turn to American Medical News for the latest on all aspects of health
care...including market developments, the impact of managed care,
antitrust issues, the tort reform debate, and much more. You can
trust its expert viewpoint on the legal, political, economic and social
issues in medicine today. And with American Medical News, you'll
always find out how the news affects you — and your patients.

The more medicine changes, the more you need American Medical News
Join the more than 325,000 readers involved in health care who depend on American Medical
News weekly. They already know why it's the most widely read publication of its kind. A one
year personal subscription (48 issues) is only $105 (institution rate: $150).

Call 800-AMA-2350 (FAX 312-464-5831) to subscribe today!
American Medical Association ® PO Box 10946 e Chicago, IL 60610

e-mail: ama-subs@web.ama-assn.org
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Your step by step guide
to implementing your
physician organization

Proven advice on helping The planning, capitalization and legal structuring of your PHO, IPA or PO
you successfully implement  is behind you and the business plan is complete. Your next step is actually
the actual operations of implementing your physician organization. How to Implement a Physician
your new or existing physi- Organization is the first and only full length publication currently available
that can help you increase the probability of successfully implementing
the required operations of your new business.

cian owned organization.
Awailable January 1996

This new easy-to-read book, written specifically for the physician, will
enhance your knowledge of key business practices, and define various meth-

' American Medical Associati
P s @ ods for scheduling, monitoring, and controlling the implementation process.
How to All of the major activities required in successfully implementing your

physician organization are discussed:

Implement & e Human Resources Management: develop position descriptions and

S recruiting/personnel policies, devise pay scales, estimate initial payroll costs,
Physician and recruit personnel.
Organization

* Financial Management: develop a working budget, capital budget and
Chart of Accounts, define accounting subsystems such as payroll and
accounts payable, and identify management reporting requirements.

* Management Information: Systems define the functional and managed care
related information needs, and select the best computer system for the most
reasonable price.

* Market Planning and Management: define the mission and develop strate-
gies for obtaining and retaining patients, physician members and managed
care contracts.

Guarantee Your satisfaction is
guaranteed. If How to Implement
a Physician Organization does not

provide you the benefits described, You can enter the implementation stage of your organization with the assur-
return the book within 30 days for ance that you have qualified help by your side. Larry Wolper, MBA, author of
full refund. How to Implement a Physician Organization, has been consulting for 15 years to

the health care industry. His use of case studies, interviews and primary

To have information on additional biioi, : ;
research can move new physician-owners past the common business

managed care products faxed

directly to you, call the AMA . obstacles faced in implementing physician organizations.
Information on Request Faxline at
800 621-8335. Press 4. How to Implement a Physician Organization

Order #: OP601695UA
AMA member price: $49.95
Nonmember price $68.95

800 621-8335

Priority Code UA
Visa, MasterCard, American Express and Optima accepred.
Shipping charges apply. Add local taxes if applicable.

American Medical Association
Physicians dedicated to the health of America




There's an easier way

to keep track of the current

practice parameters

‘youn

The new 1996 edition of Practice
Parameters: Titles, Sources, and Updates
is your most complete single resource for information
on practice parameters, guidelines and standards
developed by national medical specialty societies and
the federal government. This new seventh edition
lists approximately 1,800 parameters, over 400 newl
issued, and provides titles, sources of information,
references, sponsoring organizations, prices and
ordering information,

You also receive three issues of Practice Parameters
Update newsletter to keep you informed on what's
happening with current practice parameters, what
new parameters are being developed or infroduced,
and which parameters have been recently withdrawn.

The Directory of Practice Parameters helps keep you
informed about appropriate patient management
strategies. Order today. Published February 1996.
Over 200 pages. Spiral bound.

1996

Directory of Practice Parameters, 1996 Edition
Order #: OP270396LS
AMA Member Price: $99.95

Nonmember price: $149.95
ISBN: 0-89970-763-7

800 621-8335

Priority Code LS
Visa, MasterCard, Optima or American Express accepted.
Shipping charges apply. Add local taxes if applicable.

To have an order form or information on managed care, statistical,
or coding products faxed directly to you, call the AMA Information
on Request Faxline at 800 621-8335 and press 4.

American Medical Association
Physicians dedicated to the health of America




Betore You Buy...

Consider the Benefits of Leasing with AT&T Capital.

Minimize your time investment.

of your choice — foreign or domestic — at a dealership near
you. And when you’re ready for a new vehicle, leasing elimi-
nates the hassle of selling a used car. You simply return the

vehicle at the end of the lease after all lease

Time is one of your most precious assets. Buying or leasing
obligations have been met.

a car can be very time consuming. So let AT&T Capital work
for you. You can lease the vehicle of your choice without

ever leaving your office! Just call us and we’ll
locate the best deal available on the model

Maximize your cash flow.

With leasing, you conserve capital. No down-payment  Leasing a car typically results in lower monthly payments

is required at the beginning of a lease, so the money  than installment financing. You only pay for and have
you conserve is available for alternate uses. o use of the vehicle during the term of the lease.

k)

Maintain flexible options.
existing lease at any time after 12 months, return the vehicle,

and apply for a new vehicle that better suits

Auto leasing gives you the flexibility to drive a new car every
few years. If your vehicle needs change during the term
your curtent needs.

of the lease, you may buyout your

Convenient “One-Stop” Shopping

Automotive Experts e Price Negotiation
Flexible Terms and Options

Call: 1 800-262-AUTO
AT&T Capital Corporation — We Give Yo our Business The Credit It Deserves

AMA Financing & Practice Services, Inc.

A Subsidiary of the American Medical Association



Your step by step guide
to implementing your
physician organization
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Brief Summary of

Prescribing Information as of January 1995
CARDIZEM® CD

(diltiazem HCI)

Capsules

CONTRAINDICATIONS

CARDIZEM is indicated in t1{) tients with sick sinus

syndrome except in the presence of a functioning ventricular

paoemalwr (2} patients \;ﬂﬂl second- or third-degree AV I:Iuck

except in the p a

la} patients with tho{erlsmn (less than 90 mm Hg systalic),
patients who have demonstrated hypersensitivity to the

drug, and (5) patients with acute myocardial infarction and

p Y cong d by x-ray on admi

WARNINGS

1. Cardiac Conduction. CARDIZEM prolongs AV node refrac-
tory periods without significantly prolonging sinus node
recovery time, except in patients with sick sinus syndrome.
This effect may rarely result in abnormally slow heart rates
(particutarty in patients with sick sinus syndrome) or second-
or third-degree AV block (13 of 3290 patients or 0.40%).
Concomitant use of diltiazem with beta-blockers or digitalis
may result in additive effects on cardiac conduction. A patient
vrl Prinzmetal’s angina developed periods of asystole (2 to

5 seconds) after a single dose of 60 mg of diltiazem.

2. Congestive Heart Failure. Although diftiazem has a negative

Inotropic effect In isolated amimal tissue preparations,

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 acute
study of oral diltiazem in patients with impaired ventricular
function (ejection fraction 24% = 6%) showed improve-
ment in indices of ventricular function without significant
decrease in contractile function (dp/dt). Worsening of
congestive heart failure has been reported in patients with
preexisting |mpalrmenl of ventricular function. Experience
with the use of G.ﬁFtDIZEM (diltiazem hydrochloride) in
combination with beta-blockers in with
ventricular function is limited. Caution shouid be exercised
when using this combination.

prnlenllun Decreases in blood pressure associated with

DIZEM therapy may occasionally result in symptomatic
hypotension,

. Acute Hepatic Injury. Mild elevations of transaminases with
and without concomitant elevation In atkaline phosphatase
and bilirubin have been observed in clinical studies. Such
elevations were usualkr transient and frequently resolved
even with continued diltiazem treatment. In rare instances,
slgn'rfmnt elevations in enzymes such as alkaline phosphatase,
LDH, SGOT, SGPT, and other phenomena consistent with
acute hepatic injury have been noted. These reactions
tended to occur early after therapy initiation (1 to 8 weeks)
and have been reversible upon discontinuation of drug
therapy. The relationship to CARDIZEM is uncertain in some
cases, but probable in some. (See PRECAUTIONS.)

PRECAUTIONS

CARDIZEM 1dilllaznm hydrochloride) is extensively metabo-
lized by the liver and excreted by the kidneys and in bile. As
with any drug given over prolonged periods, laboratory
parameters of renal and:hepatic function should be monitored
at regular intervals. The drug should be used with caution in
patients with impaired renal or hepatic function, In subacute
and chronic dog and rat studies designed to produce toxicity,
high doses of diltiazem were associated with hepatic dam
In special subacute hepatic studies, oral doses of 125 m g
and higher in rats were associated with histological changes in
the liver which were reversible when the drug was discon-
tinued. In dogs, doses of 20 muncﬁ were also associated with
hepatic changes, however, these changes were reversible with
continued dosing. i
Dama‘tnbouical events (see ADVERSE REACTIONS section)
be transient and may dlsap ear despite continued use of
m DIZEM. However, skin eruptions progressing to erythema
multiforme and/or exfoliative dermatitis have also been infre-
auem reported. Should a dermatologic reaction persist, the
ould be discontinued.

F‘-‘

.

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

95371101

FOR HYPERTENSION OR ANGINA

tantly with other agents known to affect cardiac contractility

and/or conduction, (See WARNINGS.) Pharmacologic studies

indicate that there may be additive effecis in prolonging AV
conduction when using beta- blucke:s or digitalis concomitantly
with CARDIZEM. (See WARNINGS.)

As with all drugs, care should be exercised when treating
tients with multiple medications. CARDIZEM under oes
olransformaﬁon? quwhrome P-450 mixed function

Coadministration of CARDIZEM with other agents which rollow
the same route of biotransformation may result in the competi-
tive inhibition of metabalism. Especially In patients with renal
and/or impairment, dosages of similarly metabolized
drugs, particularly those of low therapeutic ratio, may require
adjustment when starting or stﬂpnmﬂ cunccmitanlhr adminis-
tered diftiazem to maintain optimum therapeutic blood levels.

Bela-blockers. Controlled and uncontrolled domestic studies

suggest that concomitant use of CARDIZEM and beta-blockers

is usually well tolerated, but available data are not sufficient to
predict the effects of concomitant treatment in patients with left
ventricular dysfunction or cardiac conduction abnormalities.

Administration of CARDIZEM (diltiazem hydrochloride) concomi-

tantly with propranolol in five normal volunteers resulted in

increased propranolol levels in all suhpc?s and nluavallabillly of
propranolol was ml:raasedaﬁ In vitro, Ipwpra-
nolol to be displaced from its blndmn sites by diltiaze

If combination therapy is initiated or withdrawn in conjunction

with propranolol, an adjustment in the propranolol dose may be

warranted. (See WARNINGS.)

Cimetidine. A stud in six healthy volunteers has shown a

significant | mcrease ak diltlazem lasma levels (58%) and

area-under-the-curve fe 53%) after a we&k course of cimati-
dine at 1200 mg per day and a single dose of diltiazem 60 mg.

Ranitidine produced smaller, nonsignificant increases. The

effect may be mediated by cimetidine’s known inhibition of

hepatic cytochrome P-450, the aﬂzgma system responsible for
the first-pass metabolism of diltiazem. Patients cumently

receiving diltiazem therapy should be carefully monitored for a

change in pharmacological effect when initiating and discon-

tinuing therapy with cimetidine. An adjustment in the diltiazem

dose may be warranted. b

Digitalis. Administration of CARDIZEM with digoxin in 24

healthy male subjects increased plasma digoxin concentra-

tions approximately 20%. Another investigator found no

Increase in digoxin Ievels in 12 patients with coronary arfery

disease. Since there have been conflicting results regarding

the effect of digoxin levels, it is recommended that digoxin
levels be monitored when initiating, adjusting, and discontin-

uing CARDIZEM therapy to avoid possible over- or under-
digitalization. {See WARNINGS.
Angsthetics. depression of cardiac contractility, conduc-

tivity, and automaticity as well as the vascular dilation associ-
ated with thetics may be potentiated by calcium channel
blockers. When used concomitantly, anesthetics and calcium
blockers should be titrated carefully,
Cyclosporine. A pharmacokinetic interaction between dilti-
azem and cyclosporing has been observed during studies
involving renal and cardiac transplant patients. In renal and
cardiac transplant recipients, a reduction of cyclosporine dose
rani]mg from 15% to 48% was necessary to maintain
osporine trough concentrations similar to those seen prior
tn the addition of diltiazem. If these agents are to be adminis-
tered nitly, ations should be
maonitored, especw!ly when mlnazern therapy is initiated,
adjusted, or discontinued.
The etfect of cyclosporine on diltiazem plasma concentrations
has not been evaluated.
Carbamazepine. Concomitant administration of diltiazem with
carbamazepine has been reported to result in elevated serum
levels of carbamazepine (40% to 72% increase), resulting in
toxicity in some cases, Patients receiving these drugs concur-
rently should be monitored for a pulentlal dmu interaction.

AL ATTORERITES)S mliagent E a Al

A 24-month stui In ra!s al araI dosaua Iwels 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 stud‘yogsrfurmad in male
and female rats at oral dosages of up to 100 mg/ko/day.

Category g Reproduction studies have been conducted in mice,
rats, and rabbits, Administration of doses mn%nu from five to
fen times greater (on a mg/kg basis) than the daily recom-

oqﬂfﬁ& d’ﬂf&

mended therapeutic dose has resulted in embryo and fetal
lethality. These doses, in some studies, have been reported to
cause skeletal abnormalities. In the perinatal/post studies,
there was an increased ncidence of stillbirths at doses of 20
fimes the human dose or greater.

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

Nursing Mothers

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

Safety and effectiveness in pediatric patients have not been
established.

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

The following table presents the most common adverse
reactions reported in placebo-controlled angina and hyperten-
sion trials in patients receiving CARDIZEM CD up to 360 mg
with rates in placebo patients shown for comparison.

CARDIZEM CD Capsule Placebo-Controlled
_ Angina and Hyperiension Trials Combined
Cardizem CD Placebo
Adverse Reactions | (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 26% | 1.3%
ECG Abnormality 1.6% 23%
Asthenia 1.8% | 1.7%

In clinical trials of CARDIZEM CO 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%), dizziness (3.5%), asthenia (lz .6%),
rst-degree AV block (. 4'&) hrau cardia (1.7%), flushing
1.4%), nausea (1.4%), and rash ).

I addition, the following events wnre reported infrequently
L.ss than 1%} in angina or hypertension trials:

rdiovascular: Angina, arrhythmia, AV block (second- or

third-degree), bundle branch block, congestive heart failure,
ECG abnormalities, hypotension, palpitations, syncope, tachy-
cardia, ventricular extrasystoles

Nervous System: Abnormal dreams, amnesia, depression, gait
abnormality, hallucinations, insomnia, nervousness, pares-
thesia, personality change, somnolence, tinnitus, tremor
Gastrointestinal; Anorexia, constipation, diarrhea, dry mouth,
dysgeusia, dyspepsia, mild elevations of SGOT, SGI X
and alkaline Ehnsphalase (see hepatic warnings), thirst,
vomiting, weight increase

Dermatological: Petechiae, photosensitivity, pruritus, urticaria
Other: Amblyopia, CPK increase, dyspnea, epistaxis, eye rrita-
tion, hyperglycemia, hyperuricem;a, impotence, muscle cramps,
nasal congestion, nocturia, osteoarticular pain, polyuria,
sexual difficulties

The following postmarketing events have been reported infre-
quently in patients receiving CARDIZEM: alopecia, emnema
multiforme, exfoliative dermatitis, extrapyramidal symgtu

Emnlval h | lytic anemia, mg

me, leukopenia, purpura, retinopathy, and thrombocytopenia.

In addmon events such as rdial infarction have been
observed which are not readily distinguishable from the

natural history of the disease in these patients. A number of
well-documented cases of generalized rash, characterized as

leuk lastic vasculitis, have been reported. However, a
definitive cause and effect relationship between these events .
and CARDIZEM therapy is yet to be established.

Prescribing Information as of January 1995

Marion Merrell Dow Inc.
Kansas City, MO 64114
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References: 1. Food and Drug Administration, Approved Drug
Products With Therapeutic Equivalence Evaluations (Orange
Book), US Dept of Health and Human Services. 14th ed.
Washington, DC; 1994, 2. Cardizem CD prescribing information
3. Data on file, Marion Merrell Dow Inc.
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IN HYPERTENSION OR ANGINA
CARDIZEM cD
(d”tlazem HC” 120-,180-, 240-, 300-mg Capsules

ACF SEFESTIVE
2a-HCUE SENTIREL

No other
diltiazemis =
therapeutically
equivalent to
Cardizem CD’

A unique hemodynamic and safety profile
| for hypertension or angina®?

5 L A mde—eﬁ’ect discontinuation rate comparable to placebo in both hypertension and angina trials®

; I | - Most commqnly reported side effects are headache (5.4%), bradycardia (3.3%), first-degree
by gl AW block (3.3%), dizziness (3. 0%), edema (2.6%]), ECG abnormality (1.6%), and asthenia (1.8%)*

Nl | Please see brief summary of prescribing information on adjacent page.

1L f | {12
i 1 95371101 | | ©@1995, Marion Merrell Dow Inc. 1045H5
L | | I |



