O\N

(\’“

e FLONASE wins

ye'

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

* Claritin (loratadine) is a registered trademark of Schering Corp.
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| More nasal symptom-free days than Claritin'
In seasonal allergic rhinitis (SAR)...

Patient-Rated Nasal Symptom-Free Days Patients evaluated the following symptoms daily:
Over 4 Weeks daytime obstruction, rhinorrhea, sneezing, and itching.

0% 1.0% 20% 30% 1 A multicenter, randomized, double-blind,

‘ double-dummy, parallel-group, 4-week study
alt's in 102 patients with SAR comparing
C|Qr|'|'|n FLONASE 200 pig QD and loratadine 10 mg QD.

% In a second multicenter, randomized,
double-blind, double-dummy, parallel-group,
4-week study in 240 adolescent patients with SAR
FLO N As E comparing FLONASE 200 pg QD and loratadine

| s i | 10 mg (D, FLONASE demonstrated a significantly
| Pe DU versus Caumin Mean Percentage higher percentage of symptom-free days (20.5%)
than loratadine (8.9%). P<0.001.

At a cost per day 30% less than Claritin®

Adult Cost
Daily Dosage AWPS Per Day
Claritin | tablet (100s)
i tablets QD $193.54 1.94
§ Average wholesale price (AWP) based on Reabook?
FLONASE one fo two sprays/ 68~ | November 1995, Prices presented may not necessarily
120 actuations nostril QD $40.63 1.35 L?ﬂaﬂ the SESM prices paid by health care facilities

Cleritin Tablets exhibit an antihistaminic effect beginning within 1-3 hours,
reaching its maximum at 8-12 hours.

A decrease in nasal symptoms has been noted in some patients 12 hours
after initial treatment with FLONASE Nasal Spray. Maximum benefit may
not be reached for several days. Effectiveness depends on regular use.

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

e

Focused Relief Once a Day...

FLONASE

(fluticasone propionate) 3o

NASAL SPRAY, 0.05%
ANTI-RHINITIC" Benefits by Molecular Design

Please consult Brief Summary of Prescribing Information for FLONASE on adjacent page.



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

SHAKE GENTLY
For Infranasal Use Only. BEFORE USE.

The following is a brief summary only; see full prescribing information for complete product information.

IJIJNTI'I.‘;HIDIWDNS: 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-
mied by signs of adrenal insutficlency, and in addition some patients may experience symptoms of with-
drawal, e.g., joint and/or muscular pain, lassitude, and depression. Patients previously treated for prolonged
periods with systemic glucocorticoids and f to topical g icoids should be y 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, foo rapid a decrease in systemic glu-
cocorticoids may cause a severe exacerbation of their symptoms.

The usa of Flonase® Nasal Spray with alternate-day systemic predni could i the likelihood
of hypothalamic-pituitary-adrenal (HPA) supp with a th itic dose of either one alone.
Therefore, Flonase Nasal Spray should be used with caution in patients ah'eauy receiving alternate-day
prednisone treatment for any disease. In addition, the concomitant use of Flonase Nasal Spray with other
inhaled glucocarticoids could increase the risk of signs or symp af hyp tsm and/or supp
of the HPA axls.

Patients who are on immunosuppressant drugs are more susceptible to infections than healthy individu-
als. Chickenpox and measles, for example, can have a more serious or even fatal course in patients on
immunosuppressant doses of corticosteroids. 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 developing a disseminated infection is not known. The contribution of the underlying dis-
ease andfor prior corticosteroid treatment to the risk is also not known. If exposed to chickenpox, prophy-
[ais with varicella 2oster immune globulin (VZIG) may be indicated. if exposed to measles, prophylaxis with
pooled intramuscular immunoglobulin (1G) may be indicated. (See the respective package inserts for com-
plete VZIG and |6 prescribing information), If chickenpox develops, treatment with antiviral agents may be
considered.

PRECAUTIONS:

General: Rarely, Immediate hypeﬁmﬂlnﬂly reaclmns or cmtac‘l dermatitis may occur after the intranasal
administration of fluticasone propi ing, nasal septum perforation, cataracts,
plaucoma, and increased infraocular prwsme have heen raported following the intranasal application of
glucocorticoids.

Use of excessive doses of glucocorticoids may lead to signs or symptoms of hypercorticism, suppression
of HPA function, and/or suppression of growth in children or teenagers. Knemomelry studies in asthmatic
children on orally inhaled glucocorticoids showed inhibitory effects on short-term growth rate, The retation-
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 glucocorticoids, 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, poten-
tial 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 therapy.

' In clinical studies with fluticasone propionate administered intranasaily, the development of localized
Infections of the nose and pharynx with Candida aibicans has occurred only rarely. When such an infection
develops, it may require treatment with appropriate Ipcal therapy and discontinuation of treatment with
Flonase Nasal Spray. Patients using Flonase Nasal Spray over several months or longer should be exam-
ined periodically for evidence of Candioa 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; untreated , bacterial, or systemic 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
infarmation and instructions. This (nformation 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, 1o consult their
physician without delay.

Patients should use Flonase Nasal Spray at regular intervals as directed since its etfectiveness depends
on its regular use. A decrease in nasal symptoms may occur as soon as 12 hours after starting Iherapy

Flonase® (fluticasone propionate) Nasal Spray, 0.05%

There are no adequate and well i 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 glucocorticoids since their introduction in pharmacologic, as opposad fo ic, doses suggests
that rodents are more 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 glucocorticoid treatment during pregnancy.
Nursing Mothers: It s not known whether fluticasone propionate is excreted in human breast milk.
Subcutaneous administration of tritiated drug to lactating rats (10 mcg/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 a nursing woman.

Pediatric Use: The safety and effectiveness of Flonasa Nasal Spray In children below 12 years of age have
not been established. Oral glucocorticolds have been shown to cause growth suppression in children and
teenagers with extended use. Il @ child or teenager on any umuoorhccﬂd appears to have growth suppres-
sion, the possibility that they are particularly sensitive to this effect of gluc ds should be

(see PRECAUTIONS).

Geriatric Use: A limited number of patients above B0 years of age (n=132) have been treated with Flonase
Nasal Spray (n 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-
sone propionate. In general, adverse reactions in clinical studies have been primarily associated with imita-
tion of the nasal mucous membranes, and the adverse reactions were reported with approximately the
same frequency by patients treated with the vehicle tself. The complaints did 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 glucocorticoid side effects were not reported during nonlmlled cllmcal studies up to 6 mm
duration with Flonase® Nasal Spray. If ded doses are d or if individual
particularly sensitive or If in conjunction with systemically administered ulmmﬂmﬂs symploms nf
hypercorticism, e.q., Cushing's syndrome, could occur.

The following incidence of commaon adverse reactions is based upon seven controlled 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 adults) were treated with
Flonase Nasal Spray 200 mcg once daily over 6 months.

Incidence Greater than 1% (Causal Relationship Possible): Respiratory: Epistaxis, nasal buming (inci-
dence 3% to 6%); blood in nasal mucus, pharyngitis, nasal imitation (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 excornation.
Dizziness.

Special Senses: Eye disorder, unpleasant taste.

Digestive: Nausea and vomiting, xerostomia.

Skin and Appendages: Urticaria.

Postmarketing Experience: In addition to the events from clinical trials, the following have been reported
during postmarketing experience.

Hypersensitivity reactions, Including skin rash, edema of the face and tongue, and rarely bronchospasm,
have been reported.

OVERDOSAGE: There are no data available on the effects of acute or l:hruml: overdosage with Flonase®
Nasal Spray, Intranasal administration of 2 mg (10 times the d dose) of fiut 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 moderale severity, and incidences were similar in active and
placebo treatment groups. Acute overdosage with this dosage form is unlikely since one bottle of Flonase
Nasal Spray contains approximately 8 mg of fluti propi Chronic ge may result in
signs/symptoms of hypercorticism (see PRECAUTIONS).

GlaxoWellcome

Glaxo Wellcome Inc.
Research Triangle Park NC 27709 October 1995
AL-221

Manufactured in England OM.BS.A

with Flonase Nasal Spray. Results in several clinical trials indicate statistically significant imp
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 should read and fol-
low carefully the patient’s instructions accompanying the product.

utagenesis, Impairment of Fertility: Fluticasone propionate demonstrated no tumori-
genic potential i m 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 1o 57 mcg/kg (336 meg/m) for 104 weeks in the rat.

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells in witro. No signif-
icant clastogenic effect was seen in cultured human peripheral lymphocytes in witro or in the mouse

leus test when admini at high doses by the oral or subcutaneous routes. Furthermore, 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 megikg (295 meg/m?) in males and females: However, prostate
weight was significantly reduced in rats.

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

In the rabbit, fetal weight reduction and cleft palate were observed following subcutaneous doses of 4
meg/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 matemal effects nor increased incidence of external, visceral, or skeletal fetal
defects. No fluticasone propionate was detected in the piasma in this study, consistent with the established
low bioavailability following oral administration (see CLINIGAL PHARMACOLOGY section of the full prescrib-
Ing information).

Less than 0.008% of the dose crosses the placenta following oral administration to rats (100 mcg/kg,
590 meg/m?) or rabbits (300 meg/kg, 3.6 mg/nv),

Reference:
1. Data on file, Glaxo Wellcome Inc.

GlaxoWellcome

Glaxo Wellcome Inc.
Research Triangle Park, NC 27709
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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:

® 5-Year Journal Index

® Print/Save - print full text
and graphics, save full
text into ASCII file

* Quick Outline Viewing -

locate article sections

» Complete Editorial content

® Reference Links - click on
cited reference for pop-up
citation

 Full MEDLINE"Record

Links and 5-Year Abstracts

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

11996 Quarterly Subscription $250*

The first disk, containing editorial content for January through March 1996, will be shipped in April
1996. Each subsequent quarterly disk will be cumulative with the final disk in the subscription term
containing the entire editorial content for 1996,

Windows System Bequirements: 386-5X, 540 KB hard disk space, 4 MB RAM. VOA momitor
Macintosh format not yet available. OVID Softwane from OVID Technologies, Inc,
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Choose the medical office
computer system that’s
right for you

1 Looking for a medical office computer system?
Hefe S y our The HCP Directory of Medical Office Manage-
gl”de fo ment Computer System Vendors with Satisfac-

tion Ratings, 1995 provides a listing of more
1500+ vendors, ¢ b ik

than 1500 computer systems vendors with a

complete Wil’h description of the services and the functions
they offer with satisfaction ratings as submitted

user satisfaction ;e users

ratings
The directory designates which systems offer

any one of 37 different functions like:

* accounts receivable

e insurance form preparation

* patient registration

= word processing

s general ledger

= referral analysis

The directory also saves you time by conve-
niently listing vendors by state, practice size,
software package name, and operating system.
Plus, you'll get essential vendor information
such as name, address, phone number, busi-
ness history, distribution method, and product
and service price ranges. A registration card is
included that gives you free phone access to
the author for updated information throughout
the year.

THE HCP
I DIRECTORY
of
MEDSCAL OFFICE
MANAGEMENT
OOMPUTER SYSTEM
VENDORS WITH
EATISFACTION
RATINGS

By Vimsm 1. Thuabiem:

The HCP Directory of Medical Office
Management Computer System Vendors
with Satisfaction Ratings, 1995

Order # 0P922195UA

AMA Member price: $119

Nonmember price: $150

Call 800 621-8335

Priority Code UA

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

To have information on AMA products faxed directly
to you, call the AMA Information on Request Faxline
at 800 621-8335, Press 4.

American Medical Association

Physicians dedicated to the health of America

YOCON
Yohimbine HCI

Description: Yohimbine is a 3a-15a-208-17a-hydroxy Yohimbine-
16a-car-boxylic acid methyl ester. The alkaloid is found in Rub-
aceae and related trees. Also in Rauwolfia Serpentina (L) Benth
Yohimbine is an ingolalkyiamine alkalold with chemical similarity
mmwim Itis a orystalline powder. odoriess. Each compres-
mm{mz gr }5.4 mg of Yohimbine Hydroghloride.
Action: Yohimbine blocks PIWWHG alpha-2 adfenergic re-
ceptors. lts action on peripheral biood vesseis resembles that of
i y rand of shor duration Yohimbine's

f i system etfect is to increase para-

mpathe! and decrease sympathetic (adrenergic)
activity. It I to be noted that in male sexual performance,
erection is linked to cholinergic activity and 10 alpha-2 adrénergic
Dlockade' which may theoretically result in Ingreased penile in-
flow. decreased penile outflow of both

Yohimbine exerts a stimulating action on the Mood and may
Increase anxiety Such actions have not been adequately studied
or related to dosage although thcy appear lo requirehioh doses
of the drug Yohimbine has a mild anti-giuretic action. probably
via stimulation of hypothalmic centers and release of posterior
pitutary hormone

Heportedly. Yohimbine exerts no signifieant inflgence on cardiac
stimulation and other effects mediated by B-adrenergic receptors,
Its effect on bloodpressure. if any, Would be talower it, however
N0 adequate studies dresat hand to quantitate this effect in tepms
of Yohimbine dosage.
Indicatians: Yocon* is indicated as a sympathigalytic and myd-
riatric. It may have activity'as an aphrodisiac
Cantraindicalions: Renal diseases, and patienl’s sensitive to the
drug. In view.of tfie fimited and inadequate information at hand. fio
precise tabliation can be offered of additional contraindications

Warning: Generally, this drug isnot proposed for use in females
and certainly must not be used during pregnancy Neitheris this
drug proposed for use in pediatric. genatnc or cardip-rénal
patients with gastric or duodenal ulcer fiistory Norshould it be
used in conjunction with mood-moditying drugs such as antide-
pressants, oe in psychiatric patients in general.
Adverse Reaclions: Yohimbine reatlily penetrates the (CNS) and
produces-a compiex pattern of responses in lower doses than
requirul to produce peripheral a-adrenergic blockade. These
include. anti-diuresis. a general picture of central excitation
mmm»lbhnﬁpmmam heart rate. increased
motar activity. iritability and tremor. Sweating. nausea and
vomiting are common ‘after parenteral admmistration of the
drug, ;;ua\'lm dizziness. headache. skin ushing reported when

uummmmnwwmnwm

mmmwﬁumwmﬂasm.
mmy radual increases fo 1 tablet 3 times a day.

Available at pharmacies nationwide
PALISADES
PHARMACEUTICALS, INC.
64 North Summit Street
Tenafly, New Jersey 07670
(201) 569-8502
(800) 237-9083
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The Osler Institute

Family Practice Board Review Courses

June 16-22, 1996 — Baltimore

July 4-10, 1996 — Chicago

Plus optional day each of obstetrics and practice management before and after course

OBJECTIVES

® To improve basic and clinical knowledge in family practice
® To provide family practitioners with a review and update
® To prepare candidates to take family practice board exams

METHODS

@ SELF-DIRECTED STUDY questions, answers, and assignments
® SEMINAR with projection slides and lecture-note syllabus
® PRACTICE EXAMS with written questions and answers

SEVEN DAY
CORE COURSE

Medicine and
Gerontology

Cardiology

ECGs and Arrhythmias
Hyperlipidemia
Myocardial Infarction
Congestive Failure
Anticoagulation

Pulmonology
Asthma Management
Emphysema
Pulmonary Infections

Gastroenterology
Mouth and Esophagus
Peptic Ulcers

Hepatitis and Cirrhosis
Gallbladder & Pancreas
Chronic Bowel Disease

Infectious Diseases
Antibiotic Choices
AIDS and Other STDs
Common Infections
Otitis and Sinusitis
Endocrinology
Diabetes Mellitus
Thyroid & Emergencies
Parathyroid
Osteoporosis

Nephrology

Acid Base and ’lytes
Hypertension

Renal Failure

Heme and Oncology
Anemia Dx and Rx
Abnormal White Count
Bleeding Disorders
Cancer Prevention
Cancer Detection

Neurology

Headache & Dizziness
Delirium and Dementia
Stroke & Mtpl Sclerosis
Epilepsy & Parkinson’s

Rheumatology
Rheumatic Syndromes
Inflammatory Arthritis
Fibromyalgia
Radiolegy and Sports
Chest X-ray Review
Abdominal X-rays
Sports Medicine

Sports Injuries

Derm and Pharm
Common Dermatosis
Systemic Disease Signs
Geriatric Pharmacology
Drug Interactions

Potpourri
Ethical & Legal Issues
Low Back Pain
Pain Management
Domestic Violence
Impotence
Incontinence
Psychiatry
Mood Disorders
Ancxiety Disorders
Obsessive/Compulsive
Somatiform Disorders
Alcohol & Drug Abuse
Eating & Sleep Disorders
Sexual Dysfunction
Attention Deficit
Geriatric Psychiatry
Psych. Emergencies
Pediatrics
Vaccinations
Fever and Infections
Vomiting and Diarrhea
Seizures and Epilepsy
Allergy & Immunology
Common Exanthemas
Child Abuse
Adolescent Medicine
Pediatric Orthopedies
Pediatric Poisoning
Community Med.
Preventive Health Care
Occupational Medicine
Environmental Medicine

Surgery

Acute Abdomen
Breast Diseases
Trauma Assessment
Vascular Problems
Common Eye Problems
Hand Injuries
Office Orthopedics
Otitis and Sinusitis
Head and Neck Masses
Prostate Problems
Hemorrhoids & Hernias

Gynecology
Gynecologic Infections
Menstrual Disorders
Pelvic Pain Evaluation
Contraception
Infertility Options
Sexual Assault
Abnormal Pap Smears
Menopause

OPTIONAL DAYS
Obstetrics
Prenatal Care
Preeclampsia
Diabetes in Pregnancy
Bleeding in Pregnancy
Fetal Monitoring
Preterm Labor/PROM
Obstetric Analgesia
Induction of Labor
Forceps and Vacuum
Malpresentations
Peripartum Emergencies
Neonatal Resuscitation
Practice Mgmt.
Economics and Trends
Starting Your Practice
Building Your Practice
Getting Paid for Services
Risk Management
Medical-legal Issues
Choosing an Attorney
Negotiating Contracts
Contracts with Hospitals
Managed Care Contracts
Computers in Medicine

Course Description
Course enrollment is limited to 140 to give
personal attention to your questions. Self- di-
rected study questions will be sent before the
courses — which will include lectures with
slides and syllabus as well as board-type quiz-
zes and discussion of the answers.

“Accommodations were comfortable....” *

Locations and Travel
The courses will be at the Holiday Inn Col-
lege Park near Baltimore, and the Radisson
Lisle near Chicago. For personal service
with your travel reservations, please call
800-356-7537 ext. 218.

“,..the most education for the money.” *
Fees and Course Hours

Physician or Resident: Phy. Res. Hr.
® 7 Day Core Course $990 $660 70

Repeating within 2 yrs.  $495 $495 70
® Optional Day Before $150 $100 10
® Optional Day After $150 $100 7
©9 Day Course $1080 %720 87

© Add 10% within 10 days of the course.

® Not in course hotel package add $34 per day.

® Subject to $100 fee, refunds will be made
until the seminar begins. -

“,..home study. . .was extremely helpful.” *

AAFP Prescribed Credit

This program has been reviewed and is ac-
ceptable for up to 87 Prescribed hours by the
AAFP. AAFP Prescribed credit is accepted by
the AMA as equivalent to AMA PRA Cate-
gory 1 for the AMA Physician’s Recognitign
Award. When applying for the AMA PRA,
Prescribed hours earned must be reported as
Prescribed hours, not as Category 1.

“I feel [the course] helped me pass....” *

Call TOday for information and

registration, hotel and travel reservations:
(800) 356-7537 or (812) 299-5658

and note your service representative’s name

FAX (812) 299-2775
*Comments by participants 605
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CARDIZEM

ana=Ma sav (diltiazemn HCI) 190-,180-, 940-, 300-mg Capsules

| Cardizen CO
Start with one
780-mp
capents dely

No other diltiazem is therapeutically equivalent

Brigl Su I'{
Prescribing Information as of April 1995

CARDIZEM® CD
(diltiazem HCI)

Capsules

COMTRAINDICATIONS _
CARDIZEM s contraindicated in (1) patiants with sick sinus sgmmme except in the presence of a functioning ventric-
ular pacemaker, (2) patients with secand- or third-degree AV block except in the presence of a functioning ventricular
pacemaker, (3) pabients with hypotension (less than mm H’g syslullu: 4 pallents who have demanstrated hypar-
samlmnthe drug, and (5) pafients with acute my infarction and 0 umented by x-ray
o
WARNINGS
1. Cardiac Conduction. CARDIZEM pralongs AV node lzﬁac!u%gemdei without signiticantly prolonging sinus node
Tecovery time, excepl in patients with sick sinus syndrome. This atfect may rarely result in abnormally sow heart
4& larly in patients with sick sinus syndrome) or second- or third-degree AV block (13 of patients
or 0.40%). Concomitant use of diltiazem with beta-blockers or ﬂ:urlaln result in additive effects on cardiac
gnduumn A patient with Prinzmetal’s angina developed periods of asystole (2 to 5 seconds) after a single dose of
mg of diftiazem.
Congestive Heart Failure. Although diftiazem has a mlm Inotropic effect in isolated animal tissue 5,
hemodynamic studies in humans with normal ventricular function have not shown a reduction in cardiac index nor
consistent negative etfects on oonlra srg{dpfﬂt]. An acute study of oral dittiazem in ts with impaired ventric-
ular function (efection fraction 24 } showed improvement in indices of ventricular function without signifi-
canl decrease in nuntm‘meiunc:mn{dﬁ:’dﬂ Worsening of co sm heart failure has been reported in patients with
preexisting impairment of ventricular function, Emenm the use of CARDIZEM ! diltiazem tydrochlonide) in
combination with beta-blockers in patients with impaired ventricular function is limitad. n should be exrcised
when using this combination.
"mllc ion. Oureases in blopd pressure associated with CARDIZEM therapy may occasionally result in sympto-
mil

Acute c In‘lrj Mild elevations of transaminases with and without concomitant elevation in alkaline
ghosnhmsa and bifirubin have been observed in clinical studies. Such elevations were usually transient and
eg:mnﬂy resolved even with continued diltiazem treatment. In rare instances, significant elevations in enzymes
45 alkaline phosphatase. LDH, 5607, SGPT, and other phenomena conststent with acute hepatic injury have
been noted. These reactions tended to occur early after initiation (1 to 8 weeks) and have been revérsible
upon discontinuation of drug therapy, The relationship to CARDIZEM is uncertain in some cases, but probable in
some. (See PRECAUTIONS,)

PRECAUTIONS

General

CARDIZEM (ditiazem hydrochloride) is extensively metabolized by the lver and excreted by the kidneys and in bile. As
with any drug given over profonged periods, laboratory parameters of renal and hepatic function should be monitored
2t reguiar 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
dar_ma?e In special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats were associated with histo-
logical changes in the fiver which were reversible when the drug was discontinued. In dogs, doses of 20 mo/kg were
also associated with hepatic c VE&? however, these changes were reversible with continued dosing.

Dermatole events (see AD' REACTIONS section jon) may be transient and may disappear despite continued use
of CARDIZEM. However, skin eruptions progressing 10 ma multiforme and/or e.lr!nlii!m dermatitis have also been
Infrequently reported. Should a dermatologic reaction persist. the drug should be discontinued.

na
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Drug Interactions
Due 1o the potential lor additive etfects, caution and careful titration are warranted in patients mmnn&
concomitantly with other agents known to altect cardiac contractilty andfor conduction. (See MHNIHGS ]
Pharmacologic studies indicats mal ma rnzge be additive effects in prolonging AV conduction when using beta-blockers
or digitalis concomitantly with CARDIZEM. (See WARNINGS.)

As with all drugs, care should he mr:l when freating patients with multiple medications. CARDIZEM undergoes
biotranstormation by cytochrome £-450 mixed function oxidase, Coadministration of CARDIZEM with other &

which follow the same route of biotransformation may result in the competitive inhibition of metabolism. Es|

patients with renal andor impairment, dosages of similarty metabolized drugs. particularty those of low thera
peutic ratio, may nt justment when stating or stopping concomitantly administered diltiazem to maintain
npumn Iheranau food levels.

Beta-blockers. Controlied and uncontrofied domestic studies suggest that concomitant use of CARDIZEM and beta-
blockers is usually wel olerated, but available data are not sufficient to predict the effects of concomitant treatment in
patients with keft ventricular dystunction or cardiac conduction abnormalities.

Administration of CARDIZEM (diltiazem hydrochloride) concomitantly with oprannlol in five normal voluntgers resulted
in inceased propranolol levels in all subjects and bioavailability of propranclol was increased appraximately 50%. In vitro,
proprangiol appears to be displaced from its binding sites by almsm If combination is initiated or withdrawn
mumun with propranclol, an adjustment in the propranolol dose may be warranted. (See WARNINGS.)
Cimetidine. A stuuy in six healthy volunteers has shown a significant increase in peak diltiazem plasma levels (58%)
and areg-under-the-curve (53%) after a 1-week course of cimelidine at 1200 mg per day and  single dose of ditiazem
60 mn Ranitidine produced smallsr, nunmunll'lr.am lncraase& The effect maﬁ'sbe mediated by cimetiding’s known inhibf-
fian of hepatic cytochrome P-450, the enz%me esponsible for the |-nass metabolism of diltiazem. Patients
currently receiving diltiazem thera VR should be nmlully monitored for a change in pharmacological effect when initi-
annﬁ:nd discontinuing thel cimetidine. An adjustment in the ml‘hmrn dose may be warranted
.ﬁdmmtralhn o! IJIIEM with dmoxm in 24 healthy male subjects increased plasma digoxin concentra-
Hnns igator found no increase in di mun levels in 12 with coronary artery
disease, Since there havu baen :am Tesulls Il'dlf! the effect aﬂm levels, it is recommended that digoxin
levels be monitored when initiating, adjusting, and nlmwnn GARDIZEM therapy o avoid possible over- or under-
ﬂiqﬁilh:llmﬁu WARNINGS.)
Anesth & depression of cardiac contractility, . and automaticity as well as the vascolar dilation
sociated with anesthetics may be potentiated by ca mmcna blockers. When used concomitantly, anesthatics and
catcmm hiuchﬂrs should be umeu caretully.
ne. A pharmacokinetic interaction between diltizem and cyclosporine has been observed during studies
involving renal and cardiac transplant patients. In renal and cardiac transplant recipients, a reduction of cyclosporine

96009201

fose r:ng:nu from 15% to 48% was necessary to maintain cyclosporine trough concentrations similar to those seen
prior to the addition of ditiazem, If these agents are to be administered concurrently, cyclosporine concentrations
shoukd be manitored, espectally when diitiazem therapy is initiated, adjusted, or discontinuzd,

The effect of cyclosporine on diftiazem plasma concentrations has not been evaluated,

Carbamazepine. Concomitant administration of diltiazem with carbamazepine has been reported to result in elevated
serum levels of carbamazeping (40% to 72% increase), resulhnu in h:nu:ﬂy in some cases. Patients recenving these
drugs cun:urranﬂy should hp monitored for a pdgnlnl drug inte:

ie Al
A sfudy al oral dosage imis ol m 100 nd a 21-month study in mice at oral dosage
lavels of up to 30'my/kg/day showed no evidence !mﬁl W also no mutagenic response in vitro or
in vivo in mammalian cell assays or in vitro in bacteria of impaired fertility was observed in a study
performed in male and female rats at oral dosages of up to 100 mg/kg/day.

. Reproduction studies have been conducted In mice, rats, and rabbits. Administration of doses ranging from
five 1o len fimes greater (on a m/kg basis) than the daily recommended therapeutic dose has resulted in embryo and
fetal lethality. These doses, in some studies, have been reported 10 cause skeletal abnormalities. In the
pemmtaupusmalal studlies, there was an increased incidence of stillbirths at doses of 20 times the human dnse or

I

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

Diltiazem is excreted in human milk. One report suggests that concentrations In breast milk may approximate serum
levels, It use of CARDIZEM s deemed essential, an aiternative method of intant {eeding should be instituted.

Pediatric Use

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 recgsrim that patients with
impaired ventricular function and cardiac conduction abnormalities have usually been excluded from these studies.

The following table presents the most comman adversa reactions reported in placebo-controlled anginia and hyperten-
sion trials in patients receiving CARDIZEM CD up to 360 mg with rates in plmho patients shown for comparison.
CARDIZEM CD Capsule Piacebo-Controlled
 Angina and Hypertension Trials Combined
Cardizem CD | Placebo
Adverse Reactions (n=60T) (n=301)
Headache [ 5a% T 5%
Diziness 30% | 3.0%
Bradycardia 33% | 1.3%
AV Block First Degree 3.3% 0.0%
Edema 26% 1.3%
ECG Abnormality 16% 23%
Asthenia 1.8% 1.7%
In clinical trials of CARDIZEM CD capsules, CARDIZEM fablets, and CARDIZEM SR sawm involving over 3200
patients, the most common events Lle greater than 1%) were edema (4.6%), headache \4 6%), mulmss 935‘3“
asthenia (2.6%), ﬁrst—uegree AV block (2.4%), bradycardia :1 T, tlushmp (1.4%), nausea (1.4%), and ﬁsh (1.2%)

In addition, the following events were reported infrequently (less than 1% in angina or hypertension trials:
mlarlm Thythmia, AV block (second- or third-degree), bundle branch block, congestive heart failure,

ECG abnormalities, %wutcmcm palpitations, syncape, tachycardia, ventricular

Nervous . Abnormal dreams, amnesia, depression, gait abnormality, hallucinations, insomnia, nervousness,

paresthesia, l:ersonairlj' change, somnolence, tinnitus, tremot

Gastroi I: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsta, mild ‘elevations of SGOT, SGPT,

LDH, and alkaline (see hepatic warnings), thirst, vomiting, weight increase

I]lmmll]inl 'etachiae, photosensitivity, pruritus, urticaria

Other: Amblyopia, CP¥ increase, dyspnea, epistaxis, eye irmitation, wm;a. hyperuricemia, impatence, muscle

cramps, nasal congestion, nocturia, ostecarticular pain, polyuria, sexual i

The following postmarketing events have been reported infrequently in patients receiving CARDIZEM: alopecia,

Er)’mem mumpf:rsrlrle (intluding smm nson syndrome, toxc epidermal necrolymsl extfoliative Wrnmrs

rapyramidal s‘rmmms. gingival hmr sia, hemolytic anemia, increased bleeding time, leukopenia, pu

reﬂnonalhr and thrambocytopenia. Inad n, mﬂ!ssuchasm rmaimhmhnmebea observed whic mmt

readily distinguishable from the natural history of the disease in patients. A number of well-documented cases of

generalized rash, muhulmnclam vasculitis, have been reported. However, 2 definitive cause and effect

relationship between these events and CARDIZEM therapy is yet to ba established.

Prescribing Information as of April 1985

Hoechst Marion Roussel, Inc.
Kansas City, MO 64137 USA

codb(435s

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

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

® [ncreases exercise tolerance, reduces vasospasm, and decreases heart rate
in angina’
Well tolerated control regardless of age or gender'

= A side-effect discontinuation rate comparable to placebo*®

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

True 24-hour control from a unique
patented delivery system

= No other diltiazem is therapeutically equivalent to Cardizem CD*

*Cardizem CD is a benzothiazepine calcium channel blocker.

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

Please see brief summary of prescribing information on adjacent page.

FOR HYPERTENSION OR ANGINA

O N C E ~ As-l)any

CARDIZEM Cb

No other diltiazem is therapeutically equivalent*
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