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BRIEF SUMMARY

VALTREX"”

(valacyclovir hydrochloride)

Caplets

CONTRAINDICATIONS: VALTREX is contraindicated in patients with o known hypersensifivity or infolerance fo
valocyclovir, acyclovir, or any component of the formulation,

WARNINGS: THROMBOTIC THROMBOCYTOPENIC PURPURA/HEMOLYTIC UREMIC
SYNDROME (TTP/HUS), IN SOME CASES RESULTING IN DEATH, HAS BEEN REPORTED IN
PATIENTS WITH ADVANCED HIV DISEASE AND ALSO IN BONE MARROW TRANSPLANT AND
RENAL TRANSPLANT RECIPIENTS PARTICIPATING IN CLINICAL TRIALS OF VALTREX. VALTREX
15 NOT INDICATED FOR THE TREATMENT OF IMMUNOCOMPROMISED PATIENTS. THIS
SYNDROME HAS NOT BEEN OBSERVED IN INMUNOCOMPETENT PATIENTS TREATED WITH
VALTREX IN CLINICAL TRIALS.

PRECAUTIONS: The efficacy of VALTREX has not been
estoblished in immunacompromised patients or for the

Pregnancy Exposure Registry: To monitor matemal-fefol outcomes of pregnant women exposed to
VALTREX, Gloxo Wellcome Inc. maintains o Valacyclovir in Pregnancy Registry. Physicians are encournged fo
register their patients by colling (800) 722-9292, ext. 58465.

Nursing Mothers: There is no experience with VALTREX. However, acyclovir concentrafions hove been docu-
mented in breast milk in two women following oral odministratian of ZOVIRAX and ranged from 0.6 t0 4.1 fimes
carresponding plasma levels. These concentrations would potentially expose the nursing infont fo o dose of
acyclovir as high os 0.3 mg/kg/doy. VALTREX should be administered to a nursing mother with caution and only
when indicated. Consideration should be given to temporary disconfinuation of nursing, as the safety of VALTREX
has not been estoblished in infants.

Pediatric Use: Safety and effectiveness of VALTREX in pediatric pafients hove not been established.
Geriatric Use: (f the total number of patients included in clinical studies of VALTREX, 810 were oge 65 or
older, ond 339 were age 75 o older. A total of 34 volunteers age &5 or older completed o pharmacokinetic triol
of VALTREX. The pharmacokinetics of ocyclovir following single- and muliple-dose orol administration of VALTREX
in geriatric volunteers varied with renal function. Dosoge reduction may be requited in geriatric patients, depend-
ing on the underlying renal stotus of the patient (sea CLINICAL PHARMACOLOGY section of full prescribing
information and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS: The odverse events reporfed by greater than 2% of o given hreatment group in clinicol
triols of VALTREX are listed in Table 1.
Table 1
Incidence (%) of Adverse Events in Herpes Zoster and
Genital Herpes Study Populations

tregtment of inifiol genital herpes infection, disseminated
hepes 20ster, or suppression of recurrent genitol herpes.
Dosoge odjustment is recommended when odministering
VALTREX to patients with renal impairment (see DOSAGE AND
ADMINISTRATION). Caution should olso be exercised when
odministering VALTREX fo pafients receiving potentially
nephrotoxic agents since this may increase the risk of renal
dystunction ond/or the risk of reversible central nenvous
system symptoms such os those that have been reported in
patients treated with introvenous acyclovir,
Information for Patients: Herpes Zoster: There are no

Hespes Zoster Genital Herpes
=50 years 18-50 years 18-79 years
Medion oge = 6% Medion oge = 36 Medion oge = 34
VALTREX | ZOVIRAX VALTREX Placebo VALTREX Placebo
(n=745) [n=374) (n=202) [n=195) n=1235) (n=43%)
Adverse Bvent [ 1 gtidx 14 doys: | 800 mg ) gtidx7 days 1 g bid x 5 days:
n=381; 5 daily n= 876
7 days: x7 doys 500 my bid x5 doys:
n= 304 n= 339
Housea 16 19 10 ] ] §
Headoche 13 13 7 12 17 14
Vamiting 7 B 4 i <] <]
Diarthe 5 7 4 [} 4 ]
(onstipation 5 5 1 3 <] <]
Asthenio 4 5 3 4 2 4
Dizziness 4 1 1 1 3 3
Abdaminal Pain 3 3 1 1 1 3
Anorexin 3 3 <l ? <1 <]

data on treatment inifiated more than 72 hours ofter onset of the zoster rash. Patients should be advised fo initiate
freatment us soon os possible after o diognosis of herpes zoster.

Recurrent Genital Herpes: Patients should be informed that VALTREX is not o cure for genital hespes.
There are no dofo evaluating whether VALTREX will prevent transmission of infection fo others. Because genitol
herpes is a sexually transmitted disease, patients should avoid contact with lesions or intercourse when lesions
and/or symptoms ore present fo ovoid infecfing parters. Genital herpes can also be transmitted in the absence of
symptoms through asymptomatic viral shedding. If medicol monogement of o genital herpes recurrence is indicot-
ed, patients should be odvised to initiate therapy at the first sign or symptom of an episode. There are no doto on
the effectiveness of reatment with VALTREX when inifiated more than 24 hours ofter the onset af signs or symptoms.
Drug Interactions: An additive increase in acyclovir AUC and Gy, wos observed when VALTREX wos adminis-
tered to healthy volunteers who were toking cimefiding, probenecid, or a combination of both cimefidine and
probenecid (see CLINICAL PHARMACOLOGY: Pharmacokinefics section of full prescribing information).
Carcinogenesis, Mutagenesis, Impairment of Fertility: The dato presented below includs references
1o the steady-stote aryclovir AUC observed in humans treated with 1 g VALTREX given orolly three times o day fo
treat herpes zoster. Plasma drug concentrations in animal studies are expressed os mulfiples of human exposure o
acydlovir (see CLINICAL PHARMACOLOGY: Pharmacokinetics section of full prescribing information),

Volocyclovir wos noncarcinogenic in lifefime carcinogenicity bioassays ot single daily doses (govage) of up to
120 mg/kg/day for mice and 100 magy/kg/doy for rots. There was no significant difference in the incidence of
tumors between freated and control onimols, nor did valacycloir shorten the latency of tumors. Plosma concentro-
fions of acyclovir were equivalent fo human levels in the mouse bioassoy and 1.4 to 2.3 fimes human levels in
the rat bioassay.

Volacychovir was tested in five genetic toxicity ossoys. An Ames ossay wos negafive in the absence or presence of
metobolic activation. Alsa negative were n in vitro cyfogenetic study with human lymphocytes and o rat cyloge-
netic study at a single oral dose of 3000 mg/kg (8 to 9 fimes human plosma levels).

I the mouse lymphoma assay, volocydovir was negotive in the absence of metabolic activation. In the presence
of metabolic activation (76% to 88% conversion o acyclovir), valocyclovir was weakly mutogenic.

A mouse micronucleus assay was negative ot 250 mg/kg but weokly positive ot 500 mg/kg (acyclovir concen-
trations 26 to 51 times human plosma levels).

Volacyclovir did not impair fertilfy or reproduction in rats ot 200 mg/kg/day (6 times human plosma levels).
Pregnancy: Teratogenic Effects: Pregnoncy Cotegory B. Volocyclovir was not ferafogenic in rats or rabbits
given 400 mag/kg (which results in exposures of 10 and 7 fimes human plosma levels, respectively) during the
period of mojor organogenesis. There are no adequate and well-controlled studies of VALTREX or ZOVIRAX®
{acyclovir) in pregnant women. A prospective epidemislogic registry of acyovir use during pregnancy has been
ongoing since 1984. As of December 1994, outcomes of live births hove been documented in 380 women
expased 10 systemic ocyclovir during the first trimester of pregnancy. The occurrence rate of birth defects approxi-
motes that found in the general population. However, the small size of the registry is insufficient to evoluate the
tisk for less common defects or fo permit reliable and definitive conclusions regarding the sofety of acyclovir in
pregnant women and their developing fetuses. VALTREX should be used during pregnancy only if the potentil
benefit justifies the patential risk to the fetus.

OVERDOSAGE: There hove been no reports of overdosage from the administration of VALTREX. However, it is
known that precipitotion of acyclovir in renal tubules may occur when the solubility (2.5 mg/mL) is exceeded in
the intratubular fluid. In the event of acute renal foilure and anuria, the patient may benefit from hemodialysis
until renal function is restored (see DOSAGE AND ADMINISTRATION),

DOSAGE AND ADMINISTRATION: (For complete dosoge and administration information, see full product
labeling for VALTREX.)

Patients with Acute or Chronic Renal Impairment: In patients with reduced renal function, reduction
in dosoge is recommended (see Table 2).

Table 2
Dosages for Patients with Renal Impairment
Creatinine Clearance Dosage for Dosage for
(ml/min) Herpes Zoster Genital Herpes
1 g every 500 my every
230 8 hours 12 hours
1 g every 500 mg every
30-49 12 hours 12 hours
1 g every 500 mg every
10-29 24 hours 24 hours
<10 500 m every 0mpewry
24 hours 24 hours
1LS. Patent No. 4957924 December 1995
GlaxoWellcome
Glaxo Wellcome Inc.
Reseorch Triongic Purk NC 27708
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FOR EPISODIC TREATMENT OF RECURRENT GENITAL HERPES
IN IMMUNOCOMPETENT ADULTS

VALTREX

valacyclovir HC|

500 mg CAPLETS

NEW INDI CATION

Proven Effective
for Recurrent Genital Herpes”

Shortens duration of recurrent episodes
) One 500-mg caplet BID x 5 days

» The most common adverse events with VALTREX versus placebo |
are mild and include headache (17% vs 14%), nausea (6% vs 8%),
diarrhea (4% vs 6%), and dizziness (3% vs 3%)

WARNING: Thrombotic thrombocytopenic purpura/hemolytic uremic syndrome (TTP/HUS), in some cases resulting in death, has been reported
in patients with advanced HIV disease and also in bone marrow fransplant and renal transplant recipients participating in clinical trials of VALTREX.

VALTREX is not indicated for the treatment of immunocompromised patiens. This syndrome has not been observed in immunocompetent patients
treated with VALTREX in clinical trials.

No data are available on efficacy of freatment started greater than 24 hours after onset of signs or symptoms.

e

Please see references and brief summary of presciibing information on reverse side. GlaxoWellcome
Copr. © 1996 Gloxo Wellcome Inc All rights reserved. Printed in U.S.A VALITIRO Februory 1996 e T ok WC57708
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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

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

dYes, 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.

21995 Archival Disk $150*

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

41996 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,

Minimum Windows System Requirements: 386-5X, 540 KB hard disk space, 4 MB RAM, VGA monitor
Macintosh format not yet available. OVID Softwane from OVID Technologies, Inc.

Please complete and return with your order:

Name | |
AMD/DO
Address

Cit)’l__ |
Country '

Zip /Postal Code |

(d Other (please specify) .

| State

Phone Fax
J Check made payable to AMA dVISA OMC JAmEx dOptima

Card #

Exp. Date Signature

“Residenits in AZ, CA, CT, DC. I, L4, MM, N, NY, NC, WL add evquind sales tax. In Canada, add GST. Contact AMA Subscription
Diept fiowr imststugion and foeesgn pates. Rates subject o change ['ayment miost accompany oader, Nomnefundshle.
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ARCHIVES

FAMILY MEDICINE

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

The Journal of the American Medical Association (JAMA)
. Archives of Dermatology
“ ¥ Archives of Family Medicine
Archives of General Psychiatry
Archives of Internal Medicine
Archives of Neurology
Archives of Ophthalmology
Archives of Otolaryngology—Head & Neck Surgery
Archives of Pathology & Laboratory Medicine
Archives of Pediatrics & Adolescent Medicine
Archives of Surgery

The ARCHIVES OF FAMILY MEDICINE (1SSN 1063-3987) is published monthly
by the American Medical Association, 515 N State St, Chicago, IL 60610, and is
in official publication of the Association. Second-class postage rates paid at Chi-
cago and at additional mailing office. GST registration number R126 225 556.
Canada Post International Publications Mail (Canadian Distribution) Sales Agree-
ment No. 319600. Printed in the USA,

SUBSCRIPTION RATES—The personal subscription rates for the ARCHIVES OF
FAMILY MEDICINE are $100 for 1 year (10 issues) in the United States and US
possessions; $130 in the Americas; L90 outside the Americas. The institution rates
for 1 year are $115 in the US; $150 in the Americas; £105 outside the Americas.
Special rates for residents and medical students are available. Address all sub-
scription communications to: Subscriber Services Center, American Medical As-
sociation, PO Box 10946, Chicago, IL 60610. Phone: (800) 262-2350. Fax: (312)
464-5831. E-mail: ama-subs@web.ama-assn.org. For mailing addresses outside
the US and US possessions, see International Subscription Information.

CHANGE OF ADDRESS—POSTMASTER, send all address changes 1o ARCHIVES
OF FAMILY MEDICINE, /o Subscriber Services, American Medical Associa-
tion, 515 N State St, Chicago, IL 60610. Please notify us of address change at
least 6 weeks in advance to ensure uninterrupted service. Include both old and
new addresses, a recent mailing label, and new ZIP code. For mailing addresses

outside the US and US possessions, see International Subscription Information.

SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services Center, American Medical Association, PO Box 10946,
Chicago, IL 60610, or call (312) 670-SUBS (670-7827) between 8:30 AM and
4:30 pM CST. Fax: (312) 464-5831. E-mail: ama-subs@web.ama-assn.org. For
mailing addresses outside the US and US possessions, see International Subscrip-
tion Information.

INTERNATIONAL SUBSCRIPTION INFORMATION—Subscriptions outside the United
States and US possessions are served according to geographic region. Please ad-
dress correspondence to the following two offices based on delivery address:
1) For delivery in North America, Central America, and South America, contact
Subscriber Services Center, AMA, PO Box 10946, Chicago, IL 60610. Phone (312)
670-7827. Fax: (312) 464-5831. E-mail: ama-subs@web.ama-assn.org. 2) For de-
livery outside the Americas, contact JAMA & Archives Journals, Reader Ser-
vices Centre, PO Box 299, London WCIH 9TD, United Kingdom. Phone: +44
(0)171 383 6270. Fax: +44(0)171 383 6402,

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

For bulk reprint orders for distribution by commercial organizations, please
contact Wanda Bartolotta, 500 Fifth Avenue, #2210, New York, NY 10010. Phone:
(212) 354-0050. Fax: (212) 354-1169. E-mail: QGZR06A@Prodigy.com. For re-
print orders in limited quantities for distribution by educational organizations,
please contact Joseph R. Rekash, 515 N State St, Chicago, IL 60610. Phone: (312)
464-2512. Fax: (312) 464-5835.

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

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific pub-
lications. A copy of these principles is available on request. The appearance of
advertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.
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What do we really know
about scientific editorial peer review
in a time of global communications?

JAMA, the BMJ, and Project Hope present

The Congress, which will build on the two previous International Congresses on Peer Review in Biomedical
Publication, will provide a forum for the presentation and discussion of new research on peer review.

Start your research now!

Topics of interest to the Congress include:

¢ the mechanisms of peer review and * the history of peer review

editorial decision making * peer review in grant proposals and
 authorship and responsibility for published material in other disciplines
* on-line peer review * models and systems of peer review from
» quality assurance for reviewers and editors nonwestern cultures
» breakdowns, weaknesses, and biases * interactive digital information systems and
* scientific fraud and misconduct the future of scientific publication

Abstracts will be due January 15, 1997

To receive future announcements or more information on attending or presenting research, contact:

Annette Flanagin, JAMA, 515 N State St, Chicago, IL 60610 USA; Tel: 312-464-2432, Fax: 312-464-5824; E-mail: AFF@IX.netcom.com.
Or, Jane Smith, BMI Publishing Group, BMA House, Tavistock Square, London, WCIH 9JR, UK; Tel: 44-171-387-4499;

Fax: 44-171-383-6418; E-mail: 100730-1250@compuserve.com
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" PSORCON" Cream

(diflorasone diacetate 0.05%)
- Highly Potent for Rapid Relief.'

» Fewer Dosing Restrictions” for Prescribing
Confidence & Convenience.

—

= No 2 week Restriction?
= No grams/week Restriction?
= Approved for use under Occlusion?

« Also available in Ointment for Severe
or Resistant Rashes

Rash Decisions Diagnosis Code: 1. Atopic Dermatitis; 2. Dyshidrotic Eczema; ey
3. Psoriasis; 4. Irritant Contact Dermatitis; 5. Allergic Contact Dermatitis; __\_f psorcon®... |
6. Seborrheic Dermatitis; 7. Stasis Dermatitis; 8. Nummular Eczema; "
9. Insect Bites; 10. Lichen Simplex Chronicus

1. Data on file, Dermik Laboratories, Inc, Available in 15g, 30g,
2. Manufacturer's Prescribing Information and economical 60g tubes.

For Your RAS H Decisions

Topical corticosteroids may cause local adverse reactions including burning, itching, irritation and
dryness. Prolonged use on large body surface areas can produce reversible HPA axis suppression.

See brief summary of Prescribing Information on next page.
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Information to share

Reprints are the convenient way to

provide students or colleagues with
important articles.

When you have an educational use for an original
article from JAMA or the Archives journals, just
place an order to purchase quality reprints.
Ordering reprints in bulk saves you the time and
effort of organizing and obtaining permissions.
Your reprints will be delivered promptly, ready for
distribution in the classroom, at seminars, or to

your colleagues in medicine.

Recurrent Cardiac Events in Survivors
of Ventricular Fibrillation or Tachycardia
Implications for Driving Restrictions

Printed in black ink on glossy, high-quality paper,

reprints reproduce the original article as it first

appeared in JAMA or the Archives. Reprints measure
8 x 10 % inches (205 x 275 mm), and include complete credit

information. Reprints are available for purchase in any quantity

of 300 or more. Optional features include 3-hole punches and

shrink-wrapping. For other special requirements, contact the

Reprints Coordinator at the address below.

JAMA ¢ Archives of Dermatology ¢ Archives of Family Medicine ¢ Archives of General Psychiatry
Archives of Internal Medicine * Archives of Neurology ¢ Archives of Ophthalmology * Archives of Otolaryngology-Head & Neck Surgery
Archives of Pachology & Laboratory Medicine (through 1994) * Archives of Pediatrics & Adolescent Medicine * Archives of Surgery

O Please send me information on purchasing educational reprints in bulk for )
articles published in JAMA and the Archives journals.

Name

Company or Organization

Address

City & Postal Code Country

Phone Fax

Mail to: Reprints Coordinator . . < .
o 10 North Suate Sercet American Medical Association
Chicago IL 60610 USA Physicians dedicated to the health of America

Tel: 1-312-464-4594 FAX: 1-312-464-5831
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FAMILY MEDICINE

B

A unique journal designed to meet
the needs of practicing clinicians

A rehives of Family Medicine emphasizes clinically relevant, highly readable
articles in all aspects of the specialty. With a balance of original research
and clinical reviews, the Archives'unique blend is pracical, efficient and
informative. Look to Archives of Family Medicine for timely coverage of clinical
issues, original research, diagnostic rechniques and editorials. Each issue
contains the latest information applicable to daily practice, including:

* Original contributions, often accompanied by practice
commentaries or editorials
Clinical reviews

Brief reports

Clinically focused short features

Short articles and illustrations from other Archives journals

\ x Tritten and edited by those who know family medicine best, the Archives
provides the information family physicians want and need to be effective

in roday’s practice environment. Editor Marjorie A. Bowman, MD, MPA is

Professor and Chair, Department of Family and Community Medicine at

Bowman Gray School of Medicine.

Archives of Family Medicine is now indexed in Index Medicus and MEDLINE.

Don't miss a single issue. Subscribe today!

Please enter my personal® subscription to Archives of Family Medicine:
$100 for a one year term (10 issues)

Name (Please Print)

[0 MD/DO [ Other (Please Specify)

Address

City State Zip

Phone Fax

1 Check payable to AMA ] Visa MasterCard | American Express [ Optima
Card Number Exp. Date

Signature

Mail: Subscriber Services, P.O. Box 10946, Chicago, IL 60610
Phone: 800-AMA-2350 * Fax: 312-464-5831 » E-Mail: ama-subs@web.ama-assn.org
*Personal rate does not apply for payment made through an institution. Institution subscription rate Is $115. A $30
surcharge for personal subscriptions ($50 surcharge for institution orders) will be added for airmall delivery outside

the US. Washington, DC residents add 5.75% sales tax. Canada residents add 7% GST to airmail rate. Rates
subject to change. PEFA4

YOCON
Yohimbine HCI

Description; Yohimbine is @ 3a-153-208-17a-hydroxy Yohimbine-
16a-car-boxylic acid methyl ester The alkaloid s found in Rub-
aceae and related trees. Also in Rauwolfia Serpenting (L} Benth
Yohimbine is an lndmﬁr.yhmhe alkaloid with chemical similarity
to reserping. I is a crystalline powder odorless. Each compres-
sed tablet contains (1/12 or.) 5.4 mg of Yohimbine Hydroghloride
Action: Yohimbine blocks presynaptic alpna-2 adrenergic re-
ceptors. s action on peripheral blood vessels resembiles that of
reserping. though 1t s weaker and of short duraton  Yohimbine's
peripheral autonomic nervous system effect s to increase para-
sympathetic {cholinergic) and decrease sympathetic (adrenergic)
activity. It Is to be noted that in male sexual performance
erection s finked to-cholinergic activity and 10 alpha- 2 adrenergic
blackade which may theoretically result in ncreased penilg in-
flow. deereased penile.outflow orboth

Yohimbine exeris a.stimulating achdn on the mood and may
Increase anxiety Such aclions have notbéen adequately studied
or related 1o dosage although thcy appear o require high doses
of the drug  Yohimbine has a mild anti-diuretic action, probably
via stimulation of hypathalmic centers and release of posterior
pituitary hormone

Reportedly. Yohimbine exerts no significant influence on cardiac
stimutation and other effects mediated by B-adrenergic receplors,
its affect on blogdypressure. if any. would be tolower it: however
ng adequate studies areat.hand toquantitate this effect in tegms
of Yohimbine dosage.
Indications: Yocon* (s indicated as a sympathicolytic and myd-
fiatric. It may have activity as an aphrodisiac
Contraindications: Renal diseases, and patient’s Sensitive to the
drug In view of the fimiteg.and inadequate information at hand, no
precise tabiwlation can be offered of additional eontraindications
Warning: Generally, this drug is:not propsed for use|in females
and certainly must not be used during pregnancy Neither is this
drug proposed for use in pediatric. geriatric or cardio-rénal
patients with gastric or duodenal uicer history. Nor.should it be
used in confunction with:maod-modifying drugs such as antide-
pressants. orin psychiatric patients in general.
Adverse Reactions Yohimbine readily penetrates the (GNS) and
produces.a complex pattern of fesponses in lower doses than
required to produce peripheral a-adrenergic blockade. These
include. anti-diuresis. & general picture of central excitation
including elevation of biood pressure and heart rate. increased
motor activity, irritability and tremar Sweating. nausea and
vomiting are common after parenteral administration of the
drug, ' * Also dizziness. headache. skin flushing reported when
used orafly, '
Dosage and Administration: Expenmental dosage reported in
treatment of erectile impotence.' = ' 1 fablet (5.4 mg) 3 times a
day. to adult males taken orally Occasional side etfects reported
with this dosage are nausea, dizziness or nervousness. In the
event of side effects dosage to be reduced to % tablet 3 times &
day. followed by gradual increases fo 1 tablet 3 times a day
Reported therapy not more than 10 weeks
How Supplied: Oral tablets of YOCON® 1/12 gr. 5.4mg in bottles
of 100's NDC 53159-001-07, 1000's NOC 53159-001-10 and
Blister-Paks of 30's NDC 53159-001-30

References:

1. A Morales et al.. New England Journal of Medicine: 1221
November 12, 1981,

2. Goodman, Gilman — The Pharmacological basis of Thera-
peutics 6thed . p. 176-188. McMiltan December Rev. 1/85

3. Weekly Urological Chinical let-
ter, 27:2. July 4, 1983

4. A Morales etal , The Journal
of Urology 128. 45-47, 1982

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



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 tables 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,
Dover, DE 19903.

Sales Tax Chart Shipping & Handling
AZ T7.05 IA 6 NJ 6 \d
CA 8125 L. B3 NY 825 $150-$199.99 $15.95
CT 6 MN 7 WI 5.50 Over $200 $19.95
DC 6 NC 6

Canadian residents add 7% Goods and Service Tax.



ow just one stop on the
information superhighway gives
you the latest information from
American Medical Association (AMA)
publications — JAMA, the Archives
journals, and American Medical News.
Plus, you can connect immediately to

other home pages in medicine.

http://www.ama-assn.org

B Abstracts, tables of contents
and medical news briefs

® Weekly science news releases

® Current career opportunities

B Full text of Archives Journal Club/
Women’s Health

® Links to other medical resources

® More features coming soon!

American Medical Association

Physicians dedicated to the health of America




Your step by step guide
to implementing your
physician organization

Praven 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 your ~ implementing your physician organization. /mplementing a Physfcia{r
new or existing physician Organization is the first and only full length publication currently available
owned organization. that can hel increase the probability of successfully im ntin

the required operations of your new business.

\ \ This new easy-to-read book, written specifically for the physician, will

“ |l enhance your knowledge of key business practices, and define various
methods for scheduling, monitoring, and controlling the implementation
process.

Vemith o Ammries

American Medical Association 2w

S e ¢ W b A=A
l Implementing All of the major activities required in successfully implementing your

physician organization are discussed:

« Human Resources Management: develop position descriptions and
' Organization recruiting/personnel policies, devise pay scales, estimate initial payroll costs,
\ | and recruit personnel.

« 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 strategies

Guarantee Your satisfaction is for obtaining and retaining patients, physician members and managed care
guaranteed. If Implementing

a Physician

a Physician Organization does not contracts.

provide you the benefits described, d : oy g

return the book within 30 days for You can enter the implementation stage of your organization with the assur-
full refund. ance that you have qualified help by your side. Larry Wolper, MBA, author of

o tave Toisti o S eddiosat Implementing a Physician Organization, has been consulting for 15 years to
managed care products faxed direétly the health care industry. His use of case studies, interviews and primary

to you, call the AMA Information on research can move new physician-owners past the common business
Request Faxline at 800 621-8335. obstacles faced in implementing physician organizations.

Lo Implementing a Physician Organization
Order #: OP601695UA
AMA member price: $49.95
Nonmember price: $68.95

800 621-8335

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

American Medical Association

Physicians dedicated to the health of America
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JAMA & Archives Journals on CD/ROM

Subscriber Services, American Medical Association | © |
515 North State Street, Chicago, IL 60610 ‘ |
Phone: 800-AMA-2350/312-670-7827; Fax: 312-464-5831 1
Electronic subscription to AMA scientific journals. Full text format includes
color graphics and line art. Information available beginning with 1994 data.

Visit the AMA's new home page on the World Wide Web:

Access current abstracts from JAMA and the Archives journals,
full text of the new Archives Journal Club/Women's Health,
article highlights from American Medical News, career opportunities in the
Physician Recruitment section, immediate links to other pertinent medical
resources on the Internet, and much more.

Qvid Technologies, Inc.

333 Seventh Avenue, New York, NY 10001
Phone: 212-563-3006; Fax: 212-563-3784
Full-text articles from JAMA

Knight-Ridder Information, Inc.

2440 El Camino Real, Mountain View, CA 94040
Phone: 800-3-DIALOG; Fax: 415-858-7069
Full-text articles from JAMA and the Archives

Information Access Company

362 Lakeside Drive, Foster City, CA 94404

Phone: 800-227-8431; Fax: 415-378-5369

Full-text articles from JAMA, the Archives and American Medical News

DOCUMENT DELIVERY

Copies of complete articles from JAMA and the Archives journals | | ——

Genuine Article/Institute for Scientific Information =
3501 Market Street, Philadelphia, PA 19104

Phone: 215-386-0100, ext. 1140-1145; Fax: 215-386-4343

and 215-222-0840; Internet; TGA @ ISINET.COM

Uncover Company

| 3801 E. Florida, Suite 200, Denver, CO 80210

Phone: 303-758-3030; Fax: 303-758-5946; Internet: database.carl.org

UMI InfoStore
500 Sansome Street, Suite 400, San Francisco, CA 94111
Phone: 800-248-0360; Fax: 415-433-0100

Individual Inc.

8 New England Executive Park West, Burlington, MA 01803
Phone: 800-866-2266; Fax: 617-273-6060

Provides abstracts only for current issues of JAMA

and the Archives by fax

umi

300 North Zeeb Road, Ann Arbor, MI 48106-1346
Phone: 313-761-4700; Fax; 313-973-2088

JAMA and the Archives journals available

SUBSCRIBER SERVICES

For information regarding subscriptions, change of address, missing issues,
or purchasing back issues, please contact Subscriber Services Center,

PO Box 10946, Chicago, IL 60610, at the numbers below. The Center's hours
are between 8:30 am and 4:30 pm CST.

SINGLE COPY SALES |

Issues published in the last two years are available for purchase, subject to
availability. Single copy rates for delivery in the US are: $11 per copy of JAMA;
$16 per copy of the Archives journals; and $8 per copy of American Medical
News. Prepayment is required. Issues can be ordered by phone, mail, or fax
through Subscriber Services at the numbers below.

i
= ST - e
Authorized reprints may be purchased in quantities of 300 or more. For |
smaller quantities, back issues may be purchased at the single copy rate.

For prices and ordering information, contact the Reprints Coordinator,
PO Box 10945, Chicago, IL 60610. Phone: 312-464-2521. |

PHYSICIAN RECRUITMENT ADVERTISING

JAMA physician recruitment advertising rates are $4.45 per word, per issue |
(bold type is $5.00 per word, per issue), with a minimum of 20 words. Reply |
Box Service is available at an additional cost of $20 per issue. For further
information and rates on physician recruitment advertising and network buys
far all AMA publications, contact an AMA Physician Recruitment

Representative at 800-AMA-2260; Fax: 312-464-5909.

i
SUBSCRIBE TO AMA PUBLICATIONS I
|

For information on any of these AMA publications, or to place an order,
contact Subscriber Services at 800-AMA-2350 (Fax: 312-464-5831). A
surcharge for expedited airmail delivery will be added for all orders outside
the US. Mail your order to: Subscriber Services Center, PO Box 10946,
Chicago, IL 60610. AMA members receive discounted subscription rates for
AMA publications and for the 1995 and 1996 CD-ROM collections.

1996 Subscription Rates Personal Regular

A e e et o i v $125 $160
Archives of Dermatology (12issues) .. ............... $140 $175
Archives of Family Medicine (10issues) . ............. $100 $115
Archives of General Psychiatry (12issues)............ $100 $130
Archives of Internal Medicine (22issues) .. ........... $120 $145
Archives of Neurology (12issues) .. ......vovivinnns $160 $200
Archives of Ophthalmology (12 issues). . ............. §120 $150
Archives of Otolaryngology-

Head & Neck Surgery (12 issues) .. .........o..v.n. $130 $165
Archives of Pediatrics & Adolescent Medicine (12 issues)$105 $140 |
Archives of Surgery (12issues) ... ......uorvnvnnrnns $105 $135
American Medical News (48issues) .. ............... $105 $150
Washington, DC residents add 5.75% sales tax to all orders.

JAMA & ARCHIVES JOURNALS on CD-ROM 4
1994 Complete Collection . . ........covvveenen... $9.95 $39.95
1995 Complete Collection . .............oooiiinnn $150 $325
1996 Complete Collection-Quarterly Subscription. . . . . $250 $750

CD-ROM orders add appropriate sales tax; AZ, 7.05%; CA, 8.25%; CT, 6%; DC, 5.75%:; IL, 8.75%;
1A, 6%; MN, 7%:; NJ, 6%; NY, 8.25%: NC, 6%; W1, 5.5%; Canada GST, 7%. |

PHONE: 312-670-SUBS [670-7827]
FAX: 312-464-5831
E-MAIL: ama-subs @web.ama-assn.org




The Osler Institute

Family Practice Board Review Courses
May 19-25, 1996 — Dallas

June 16-22, 1996 — Baltimore

July 4-10, 1996 — Chicago

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

OBJECTIVES

® Toimprove 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
Radiology 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
Anxiety 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 conifortable. ...” *

Locations and Travel
The courses will be at the the Radisson
Hotel, Dallas; the Holiday Inn College Park
near Baltimore, and the Radisson Lisle
near Chicago. For personal service with
travel, 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
09 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 Recognition
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
FAX (812) 299-2775

*Comments by participants Feos



respond.

directly and confidentially

1:800-233-9330

The most comprehensive source of

practice opportunities in the known
world is available to you toll free,
24 hours a day.

Browse through recorded profiles of
opportunities from 5 continents (most in
the U.S.). Then transmit a confidential
response to the opportunities you
choose. No salesman. No strings.

The Practice |
Opportunity Line

We're on call for you.

PRIMARY CARE
PHYSICIANS

“Health Care Plan rated one of

the top ten HMOs in America.”
-Bloomberg Personal, October 1995

As an industry leader, HealthCarePlan is proud to be
recognized for the quality of care and commitment to
excellence that makes us one of the best HMOs in the
nation and Western New York’s largest multi-specialty,
prepaid group practice. We are able to influence the
healthcare of the communities we serve and we antic-
ipate an even greater presence as our medical group
evolves to meet the challenges of the future.

HCP physicians are proactively involved in the
development of care management systems which
help shape their daily lives and the care of their
patients. We invite those physicians who share our
dedication to superior health care to join us. To
learn more about HCP of Buffalo, please contact
Sue Simmons at HealthCarePlan, 900 Guaranty
Building, Buffalo, NY; fax 716-847-1817; phone
1-800-628-8451.

Full Accredited by NCQA 1993-96

HealthCarePlan &

IF YOU’RE TIRED OF FIGHTING NETWORKS, CHANGE CHANNELS.

Practicing medicine isn't what it used to be. It's even
better. Asa CompHealth locum tenens physician, you
can keep doing the work you love, without the headaches
and hassles of running a practice. Work where you want,
as much as you want. We're the nation’s largest
healthcare staffing group, so we can give you the most
options, in the most places. We even offer Trial Practice

and Permanent Placement services if you are looking
for a new full-time spot. Our personal service makes it

easy. Call us today for more

information about working
with CompHealth.
Your HEALTH CARE RESOURCE

800-328-3051




ONCE-A-DAY

anc=Ma sav (diltiazern HCI)19- 180-, 240-, 300-mg Capsules 20wp

Start with one

pwm&r (ﬁf&

No other diltiazem is therapeutically equivalent

Brief Summa
Prescribing I:{nnnallm a5 0f April 1995

CARDIZEM® CD
(diltiazem HCI)
Capsales

%MM is cumlnmca‘teu in (1) patients with sick smus s»cmrume except in the presence of a functioning ventric-
pacemaker, (2) patients with second- or third-degree AV block except in the presence of a functioning ventricular

[ 'patients with hypotension (less than 90 mm H systolic), (4) patients who have demanstrated hyper-
dmﬂ and {5) patients with acute myocardial infarction and pulmonary cangestion documented by x-ray

recovery lime, except in patients with sick sinus syndrome. This effect may rarely result in abnormally slow heart
J;a'llulaﬁy in pabents with sick sinus syndrome) or second- or third-degree AV block (13 of 3290 patients
nr 0 Concomitant use of diltiazem with beta-blockers or rﬁPﬂahs may result in additive effects on cardiac
u; A patient with Prinzmetal’s angina developed periods of asystole (2 to 5 seconds) after a single dose of

myg ol
2 cnm Heart Failure. Although diltiazem has a negative inotropic effect in isolated animal tissue preparations,
hemoyramic studies in humans with normal ventricular function have not shown a reduction in cardic index nor
consistent negative effects on co . srlz (dp/dt). An acute study of oral diltiazem in patients with impaired ventric-
% 2

1 Bll'ﬁll Conduction. CARDIZEM prolongs AV node refm:lu%penudﬂs without significan ntulm\]m?!smus node

ular function (ejection fraction 24 showed imp in indices of function without signifi-
cant decreass in contractile function (dp Wmsemm of con: mrw‘llulmhasIIeNmpnmﬂm patients with
preexisting impairment of ventricular the use of CARDIZEM (dittiazem hydrochioride) in
combination with beta-blockers in patients wﬂh mpadred ventricular function is fimited. n should be exercised
when using this combination.

8 WI. Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in sympto-

nsion,
5 s\uhnm!ﬂﬁ . Miid elevations of transaminases with and without concomitant elevation i alkaline
hatase and bilirubin have been observed in clinical studies. Such elevations were usually transient and
uently resolved even with continued diltiazem treatment. In rare instances, siPniﬁmt elevations in enzymes
as dlkaling phosphatase, LDH, SGOT, SGPT, and other phenomena cansistent with acute hepatic injury have

-

bean noted. These reactions tended to occur early after initiation (1 to 8 weeks) and have been reversible
upon discontinuation of drug therapy. The relationship to CARDIZEM is uncertain in some cases, bul probable in
some. (See PRECAUTIONS.)

PRECAUTIONS

General

EﬂRBIIEM {diltiazem hydrochloride) is extensively metabolized by the fiver and excreted by the kidneys and in bile. As
% rug given over prolonged g:mds. Iabaratory parameters of renal and hepatic function should be monitored

at reqular intervals, The drug should be used with caution in patients with impaired renal or hepatic function. In subacma

and chronic dog and rat studies designed to produce , high doses of diltiazem were associated with

dama?u In special subacute hepatic studies, oral doses of 125 mi/kg and higher in rats were associated with Imr

ioma nges in the iver which were reversible when the drug was discontinued. In dogs, doses of 20 mg/kg were

Mlh tic c!'ranaSE es; however, these changes were reversible with continued dosing.
ﬂaﬂm DNSsecmn may be transient and may disappear despite confinued use
of CARD LI Hmmel shn unﬂmuns progressing muttitorme and/or exfoliative dermatitis have also been
infrequently reported, Should a rrnafloiuglr macmn persist, the drug should be discontinued

guﬂ 1o the potential for additive effects, caufion and careful titration are warranted In patients rem'win&GkHDrIEM
concomitantly with other agents known fo alleul cardiac contractifity andor conduction. (See WARNINGS.)
Pharmacologic studies indicate that there may gu uffer:ts in prolonging AV conduction when using beta-blockers
of diitalis mcurnuarmy vdlh CAl mﬂ!‘! WARNINGS.
As with all drugs, care shoul Ireating patunts with multiple medications. CARDIZEM undergoes
Dbiotranstormation by P-450 mbxed function oxidase. Coadministration of CARDIZEM with other agents
which foliow the same route of biotransformation may result in the competitive inhibition of metabolism. Especially in
patients with renal andfor hepatic impairment, dosages of similarly metabolized drugs, particularty those of low thera-
peutic rtio, may reim;daﬂ]ustnem when starting or stopping concomitantly administered diltiazem to maintain

optimum therape
Beta-blockers. Controfled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and beta-
blockers is mua!ly well tolerated, but available data are not sufficient to ednct the effects of concomitant treatment in
with Jeft ventricular dystunction or cardiac conduction abnormalities

of CARDIZEM (diftiazem hydrochk omitantly vﬂlh p | in five normal voluntesrs resulted
h\meased propranolol kevels in all subjects and bnmlahﬁrryotprupunnum increased approximately 50%. In vitra,
apmlnindlqﬂaned from s binding sites by ditiazem. If combination therapy is initiated or withdrawn

Dlm in the p dose may be warranted. (See WARNINGS )
dine. A slumr in six hswry volunteers has shown a significant increase in peak diltiazem plasma levels (58%)
and arez-under-the-curve (33%) after a 1-week course of cimetidine at 1200 my per day and a single dose of diftiazem
60 myg. Ranitiding produced smaller, nonsignificant increases. The effect mar be mediated by cimetidine's known inhibi-
hunulhupatl::)wdnﬁll’-lmme! system respansible for the first-pass metabolism of ditiazem. Patients
currently mlﬂmmm Ihar"ﬂ should be carefully monitared for a change in pharmacological effect when initi-

cimetidine, An adjustment in the diltiazem dose may be warranted.

igitalis. Mﬂmm DIZEM with digouin in 24 healthy male subjects increased plasma digoxin concentra-
Ims amdmamy Another investigator found no increase in digoiin levels in 12 gallanls with Dnronal\r arery
heaﬂmﬂm Tesults ing the effect oxin levels, It 15 recommended that digoxin
imlshe rnunh when initiating, adjusting, and discontinuing CARDIZEM therapy to avoid possible over- or under-
dlulldlahun%h! WARNINGS.)
Anesthetics. i ulmmmj . conductivity, and automaticity as well as the vascular dilation
associated with be potentiated by calcium channel blockers. When used concomitantly, anesthetics and
calclum blockers should be w-m carefully. .
ring has been observed during studies

interaction between dittiazem and cyclospol !
invalving renal and cardiac mpum patients. In renal and cardiac transplant reciplents, a reduction of cyclosporine

dose ranging from 15% to 48% was necessary 1o maintain Cyclosporine trough concentrations similar to those seen
prior to the addition of diltizzem, If these agents are fo be administered concurrently, cyclosporine concentrations
should be monitored, especially when diltiazem therapy s initiated, adjusted, o discontinued.
The effect of cyclosporing on diftiazem plasma concenirations has not been evaluated

ine. Concomitant administration of diltiazem with carbamazeping has been reported to result in elevated
sarum levels of carbamazeping (40% to 72% increase), resulting in toxicity in some cases. Patients receiving these
drugs concurrently should be monitored for a potenlial drug interaction

reinngene:
M-imnmhstudy mﬂllrn /day and a 21-month study in mice al oral dosage
levels of up to 30 mo/kg/day showed no miams nﬂ:en?gw Was als0 no mutagenic response in vitro or
in vivo in mammalian cedl assays of in \itro in bacteria. No evidence of impaired fertility was observed in a study
performed in male and female rats at oral dosages of up to 100 mg/kg/day.

Category L. Reproduction studies have been conducted in mice, rats, and rabbits, Administration of doses ranging from
five to ten urru]%lm {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 to cause skeletal abnormalities. In the
penmlaﬁpnsmlal studies, there was an increased incidence of stillbirths at doses of 20 times the human dose or

q‘hars are no wall-controlled studies in pregnant women: therefore, use CARDIZEM in pregnant women only if the paten-
benefit justifies the potential risk to the fetus.

mmm
Dittiazem is excreted in human milk. One report suggests that concentrations in breast milk may approximate serum
levels. If use of CARDIZEM is deemed essential, an aiternative method of infant feading should be instituted.

Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS > - :
Serious adverse reactions fave been rare in studies carmed out to date, but it should be recagnized that patients with
impaired ventricular function and cardiac conduction abnormalities have usua!v been excluded from thesa studies.
The foliowing table presents the most common adversa reactions reported in placebo-controlied angina and hyperten-
sion trials in patients receiving CARDIZEM CD up to 360 mg with rates in placebo patients shown for comparison

CARDIZEM CD Placebo-Controlled
Angina and Trials Combined

Cardizem CD Placebo
Adverse Reactions (n=607} (n=301)
Headache 5.4% 5.0%
Dizziness 3.0% 30%
Bradycardia 3.3% 1.3%
AV Block First Degree 33% 0.0%
Edema 26% 1.3%
ECG Abnormality 1.6% 23%
Asthenia 18% 1.7%

In chinical trials of CARDIZEM CO capsules, CARDIZEM tablets, and CARDIZEM SR capsules invelving over 3200
patients, the most comman events (ie, greater than 1%) were edema (4.6%), headache (4.6%), dizziness (3.5%),
asthenia (2.6%), mst—dearee AV MDCH?JM hlﬂﬂ‘fwﬂl: {1.7%), flushing (1. 4%] nausea {1.4%), and rash (1.2%),
In addition, the following avents raﬁ::ﬂ infrequently (less than 1%) in a rl:llrmpenmmn trials:
Cardigvascular. Angina, mia, AV (second- or Inhdmu} bundle congestive heart fallure,
ECIS abnormalities, jon, ions, syncope, tachy y
System’ Abnormal dreams, amnesia, gait y, halluci insomnia, ne
naiity change, somnalence, tinnitus, tremor .

mlw Anorexia, nonshpamn diarrhiea, dry mouth, dysgeusia, dyspepsia, mild elevations of SGOT, SGPT,
LDH, and alka Im (see epw:wummsi thirst, vomiting, weight increase
Dnmmlnlnl iae, photosensitivity, pruritus, urticaria

Dther: Amblyopia, CPK increase, dyspnea, epistaxis, eye irritation, hyperglycemia, hyperuricemia, impotence, muscle
cramps, nasal congestion, nocturia, osteoarticular pain, polyuria, saxual difficulties
The following postmarketing events have been reporied infrequently in patients receiving CARDIZEM: alopecia,
erythema multiforme qmuudnq Stevens-Johnson syndrome, toxic enniunml necrolysis), exfoliative dermatitis,
extrapyramidal s‘rmm val hyperplasia, hemohytic anemia, increased bleeding time, leukopenia, purpura,
retinopathy, and thrombocyto enla In addition, events such as rdial infarction hm been observed which are nol
readity dm“naulu from e nalural n:slnry nd the disease in patients. A number of well-documented cases of
vasculitis, have been reparted. However, a definitive cause and effec
relarbunshlp et thase et d ckﬁnlzm therapy is yet to be established.
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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

ONCE - A - DA

= CARDIZEM CD

av (diltiazerm HCI)190-,180-, 240-, 300-mg Capsules

No other diltiazem is therapeutically equivalent*
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