For patients with persistent asthma

Introducing

the First multiple-strength inhaled
corticosteroid with high topical
anti-inflammatory activity

o B.i.d. convenience

Multiple strengths to minimize
the number of puffs per dose

(e}

Relatively rapid onset of action

o]

are reports (<1%) of unpleasant taste’

Maximum benefit may not be achieved ~
for 1to 2 weeks or longer after starting
treatment. Onset of action and degree of
symptom relief may vary.

FLOVENT is indicated for the maintenance
treatment of asthma as prophylactic therapy
for patients =12 years of age and for patients
requiring oral corticosteroid therapy for
asthma, many of whom may be able

to reduce or eliminate their requirement
oral corticosteroids over time.

FLOVENT is NOT indicated for the relief
of acute bronchospasm.

CAUTION: Adrenal insufficiency may occur
when transferrin%patients from systemic ' Ol
steroids (see WARNINGS). .andsparing

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

Please consult Brief Summary of Prescribing Information on adjacent page. ! AN IX( . ]

- pRE=E) o



@ (fluticasone Jﬂﬁ”" e

Fln Oral lnhlialina Daly by i R = .
ﬂbﬂi‘z see full prescribing information for complete product information,
CONTRAINDICATIONS: FI.DVEIR Inhalation Aerosol is contraindicated in the primary treatment of
status asthmaticus or other acute episodes of asthrna where | :
Hypersensitivity to any of the ingredients of these prep
WARNINGS:

dre
jons contraindicates their use.

Particular care is needed for patients who are transferred from systemically active corticosteroids to
FLOVENT Inhalation Aerosol because deaths due to adrenal insufficiency have occurred in asthmatic
patients during and after transfer from systemic corticosteroids to less systemically available inhaled
cofticosteroids. After withdrawal from systemic corticosteroids, a number of months are required for
recovery of hypothalamic-pituitary-adrenal (HPA) function.

Patients who have been previously maintained on 20 mg or more per day of prednisone Hor its equiva-

t) may be most susceptible, particutarly when their systemic corticosteroids have been almost wm—
ly withdrawn. During this period of HPA suppression, patients may exhibit signs and symptoms of
adrenal insufficiency when exposed to trauma, surgery, or infection (particularly gastroenteritis) or other

conditions associated with severe electrolyte loss. ugh ﬂu‘bcasana pmmanzts |nhalahun aerosol
m provide control of asthma symptoms during d dose lies less
normal physiological amounts of ulucooomcmd sy:r‘ mmuy and does NOT provide me mineralo-
that is necessary for coping with these emergencies.

Duﬂnu periods of stress or a severe asthma attack, patients who have been withdrawn from systemic
oorticosternids should be instructed to resume oral corticosteroids (in large doses) immediately and to
contact their physicians for further instruction. These patients should also be instructed to carry a wam-
ing card indicating that they may need supplementary systemic corticosteroids during periods of stress
or a severa asthma attack.

Patients rnquirinn oral corticosteroids should be weaned slowly from systemic corticosteroid use after

transferri sone ropionate inhalation aerosol. In a trial of 96 patients, prednisone reduction was
a:co;:rsiu by reducing the daily prednisone dose by 2.5 mg on a weekly basis during
n

ulmsom propionate. Successive reduction of prednisong dose was allowed only
when lung function, symptoms, and as-needed beta-agonist use were better than or comparable to that
imﬂ rnlnre initiation of prednisone dose reduction. Lung function (forced expiratory volume In 1 second
FEV,! or momning peak expiratory flow rate [AM PEFR]), beta-agonist use, and asthma symptoms should
be carefully monitored d nu withdrawal of oral corticosteroids. In addition to monitoring asthma signs
and symmoms patients should be observed for signs and symptoms of adrenal insufficiency such as
, lassitude, weakness, nausea and vomiting, and hypotension.

ransfer of pahams from sgstamlc corticosteroid therapy to fluticasone pro rj:l::l'lale inhalation aerosal
may unmask conditions previously suppressed by the systemic corticosteroid therapy, e.g., rhinitis,
conjunctivitis, eczema, and arthritis.

Persons who are on drugs that suppress the immune system are more susceptible to infections than
healthy individuals. Chickenpox and measles, for example, can have a more serious or even fatal course
in susceptible children or adults on mmcosleruids In such children or adults who have not had these
d particular care should be taken to avoid exposure. How the dose, route, and duration of corti-
costeroid administration affects the risk of dm]oplnu a disseminated infection is not known. The contri-
bution of the undertying disease and/or prior corticosteroid treatment to the risk is also not known. If

for?swmmﬂ'nmmewlnhalaﬂmofupmi?rrW[mm
imately 1/4 the maximum human hlmﬁmdmbasedmmouﬂﬂhnmmlahmm
propionate did not ne mutation in r? ic or eukaryotic cells in vitro. No sig-
nificant cf |cﬂfeuumsssunincu redi'nlmanpe phura phmytosmvffroorintnermuse
micronucleus test when administered at d'? routes
the compound did not delay erythroblast \rfsion in bnna marrnw
No evidence of impairment gfh mm

daily inhalation dose based on m

in reproductive studies conducted in rats dosed sub-

cutaneously with doses up 0] apprmdrna!sly 1/4 the maximum humnan daily inhalation dose

based on meg/m’) in males owever, prostate weight was signi reduced In rats.

Pregnancy: fcﬂlbw'hlwmei' C: Subcutaneous studies in the mouse and rat at 45

and 100 mcgrkg, respectively [appmllmre 1/10 and 1/2 the maximum human daily inhalation dose based

on rnq;‘m’ mpaohvely} nma fetal tnﬂclg' characteristic of potent glucocorticoid compounds, including
eft palate, and mar:lsd cranial ossification.

In the mig] I'eta] wa?m raduchnn and cleft palate were observed following subcutaneous doses of 4
meg/kg (approximately 1/25 the maximum human daily inhalation dose on meg/m’). However, fol-
lowing oral administration of up to 300 m roximately 3 times the maximum human daily inhala-

ca/kg (appi
tion dose based on meg/m’) of fluticasone nmpmna?a to the rabbit, there were no matemal etfects nor
increased incidance of extemal, visceral, or skeletal fetal defects. No fluticasone ropionate was detected
in the plasma in this study, consistent with the established low bioavailability following oral administration
(see CLINICAL PHARMA OLOGY section nf full presm1blna inforrnauonl

Less than 0.008% of the ’g lacenta g oral administration of 100

mcg/kg to rats or 300 mcm to rabbits anpm:imataly 1/2 and 3 times the maximum human daily
inhalation dose based on meg/m?, respectivel

There are no adequate and well-controlled studies in pregnant women, Fluticasone proplonate should be
used during pmﬂhnancy only if the potential benefit justifies the potential risk to the fetus.

Experience with oral ulucocartlcmus since their introduction in pharmacologic, as opposed to physio-
logic, 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.

MNursing Mothers: It is not known whether fluticasone propionate is excreted in human breast milk.
Subcutaneous administration of 10 meg/kg titrated drug to lactating rats {anpro:dmalery 1EO the maximum
human daily inhalation dose based on mea/m’) resulted in measurable n both plasma and
milk. Because glucocorticoids are excreted in human milk, caution should be exarcmd when fluticasone
propionate inhalation aerosol is administered to a nursm% woman.

Pedlatric Use: One hundred thirty-seven (137) patients between the ages of 12 and 16 years were
treated with fluticasone propionate mhalahon aerosol in the US pivotal clinical trials. The safety and
effectiveness of FLOVENT Inhalation Aerosol in children below 12 years of age have not been estab-
lished. Oral corticosteroids have been shown to l:ause a reducl!on in growth valoclly in children and
teenagers with extended use. If a child or g growth sup-
pression, the possibility that they are particularty senslmre tn this eﬁem of ¢ wrtk:ostero:ﬂs should be
considered (see PRECAUTIONS).

Gerlalric Use: Five hundred seventy-four (574) patients 65 years of age or older have been treated with
fluticasone propionate inhalation aerosol in US and non-US clinical trials. There were no differences in
adverse reactions compared to those reported by younger patients.

ADVERSE REACTIONS: The following incidence of common adverse experiences is based upon seven
placebo-controlled US clinical trials in which 1,243 ‘pauen 509 female and 734 male adolescents and
adults previously treated with as-needed bronchodi 'or inhaled corticosteroids) were treated
with fluticasone propionate inhalation aerosol (doses of 88 to 440 mcg twice daily for up to 12 weeks)

exposed to chickenpox, prophylaxis with varicella zoster immune globulin (VZIG) may be indicated. If URpae.
exposed to measles, prophylaxis with pooled intramuscular immu Inbu!‘in s{ may be indicated. (See Overall Adverse Experiences With >3% Incidence on Fluticasone Propionale in US Controlied Clinical
the respective package inserts for complete VZIG and IG prescribing information.) If chickenpox devel- Trials With MDI in Patients Previously Receiving Bronchodilators and/or Inhaled Corticosteroids
ops, treatment with antiviral agents may be considered. FLOVENT FLOVENT FLOVENT
Fluticasone propionate inhalation aerosol ls not to be regarded as a bronchodilator and s not indicat- 88 mcg 220 m 440 m
for relief of bronchospasm. Placebo twice dall twice dal twice da
&Bﬁmmlnhaled as!hmamadmﬂm bronchospasm may occur with an immediate increase in (n = 475) (n =488 (n = 85) (n=185]
whegzing after ronchospasm occurs toumng dosing with FLOVENT Inhalation Aerosol, it should  |Adverse Event % ki3 % %
be treated immedia wim a fast- |nl‘mlsd bronchoditator. Treatment with FLOVENT Inhalation Aerosol Ear, nose, and throat
should be discontinued and altemative ‘instituted. Pharyngitis 7 10 14 14
Patients should be instructed to cuntacl ir physicians immediately when episodes of asthma that are Nasal congestion 8 8 16 10
not responsive to bronchodilators occur during the course of treatment with fluticasone propionate inhala- Sinusitis 4 3 6 5
Iiun aemsul ﬂurlm such episodes, patients may require therapy with oral corticosteroids. Nasal discharge 3 5 4 4
Dysphonia 1 4 3 8
erll. Du withdrawal from oral corticosteroids, some patients may experience symptoms of Allergic rhinitis 4 5 3 3
systemically corticosteroid withdrawal, e.g., !uint and/or muscular pain, lassitude, and Oral candidiasis 1 2 3 5
depression, despite maintenance or even improvement of respiratory function. Respiratory
icasone proj & plonate will often permit control of asthma symptoms with less suppression of HPA Upper respiratory infection 12 15 29 16
function than therapeutically equivalent oral doses of Since fl 5 nfiuenza 2 3 8 5
absorbed into the circulation and can be systemically active at higher doses, the beneficial effects of Neurological
I’qumsnmcgrnpmle Inhalation aerosol in minimizing HPA dysfunction may be elfbucted only when rogica 14 17 22 17
recommended dosages are not exceeded and individual patients are titrated to the lowest effecti o
dose. A relationship between plasma levels of fluticasone propionate and inhibitory effects on stimulat- Average of exposure (days) 44 66 64 59

ed cortisol production has been shown after 4 weeks of treatment with fluticasone propionate inhalation
aerosol. Since Individual sensitivity to effects on cortisol production exists, physicians should consider
ﬂlis information when Ersscnb{nq fluticasone propionate inhalation aerosol,

Because of the possibility of aystermc absorption of inhaled corticosteroids, patients treated with these
drugs should be observed caretully for any evid of ic corticosteroid effects. Particular care
should be taken in observing patients postoperatively or during periods of stress for evidence of inade-
quate adrenal response.

Itis possible that systemic corticosteroid etfects such as hypercorticism and adrenal suppression may
appear in a small number of patients, parl!wh at higher doses. If such changes occur, fluticasone
proplonaia inhalation aerosol should be reduced slowly, consistent with accepted procedures for

ic ids and for managsmnnt of asthma symptoms.

A ion of growth velocity in children or teenagers may occur as a result of inadequate control of
chronic diseases such as asthma or from use of corticosteroids for treatment. Physicians should close-
ly follow the growth of adolescents taking corticosteroids by any route and weigh the benefits of corti-
costeroid therapy and :sthma control against the possibility of growth suppression if an adolescent's
growth appears slowe

The long-term effects of fluticasone propionate in human suhm are not fully known. In particular, the
effects resulting from chronic use of fluticasone propionate on lopmental or immunologic
the mouth, pharyn, trachea, and lung are unknown. Some patients have received fluticasone proplonate
inhalation aerosol on a continuous basis for periods of 3 years or longer. In clinical studies with patients
treated for mﬂ? years with inhaled fluticasone propionate, no apparent differences in the type or severity
of adverse ns were observed after long- versus short-term treatment.

Rare instances of glaucoma, increased intraocular pressure, and cataracts have been reported follow-
ing the inhaled administration of corticosteroids.

In clinical studies with inhaled fluticasone propionate, the development of localized infections of the pharynx

with Candida atbicans has occurred. When such an infection , it should be treated with pnaie
Imfnrs_rstuﬂic(ia oral antifungal) therapy while remaining on treatment with fluticasone propionate

Inhalation aerosol, but at times with fluticasone propionate may need to be interrupted.

Inhaled corticosteroids should be used with caution, if at all, in patients with active or quiescent
tuberculosis infection of the respiratory tract; untreated systemic fungal, bacterial, viral or parasitic
infections; or ocular herpes simplex.

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

Patients should use FLOVENT Inhalation Aerosol at regular intervals as directed. Results of clinical
trials indicated significant improvement may occur within the first day or two of treatment; however, the
full benefit may not be achieved until treatment has been administered for 1 to 2 weeks or longer. The
Pallant should not increase the prescribed dosage but should contact the physician if symptoms do not
mgx:e or if the condition worsens.

nts should be wamed to avoid exposure to chickenpox or measles and, if they are exposed, to
consull their physicians without delay.

For the proper use of FLOVENT Inhalation Aerosol and to attain maximum improvement, the patient
should read and follow carefully the Paﬂm‘s;in?'m«s for Use m:r;t:m'lr."arﬂrggilr;qda ] pm:cgd y
Carcinogenesis, Mutagenesis, rment rility: Fluticasone propio monstrated no tumori-
genic potential in studies of oral doses up to 1,000 meg/kg (approximately two times the maximum human

The table above includes all events (whether considered drug-related or nondrug-related by the inves-
tigator) that occurred at a rate of over 3% in the combined fluticasone propionate inhalation aerosol
groups and were more common than in the placebo group. In considering these data, differences in
average duration of exposure should be taken into account.

These adverse reactions were mostly mild to moderate in severity, with <2% of patients discontinuing the
studies because of adverse events. Rare cases of immediate and delayed !sensaﬂmy reactions, including
urticaria and rash and other rare events of angioedema and bronchospasm, ported.

Systemic glucocorticoid side effects were not reported during controlied dlnical trlals vdth fluticasone
prapionate inhalation aerosol, If recommended doses are exceeded, however, or if individuals are particu-
larly sensitive, symptoms of hypercorticism, e.g., Cushing’s , could occur.

e advarse events that occurred in these clinical trials using fluticasone propionate inhalation aerosol
with an incidence of 1% to 3% and which occurred at a greater incidence than with placebo were:
Ear, Nose, and Throal: Pain in nasal sinus(es), rhinitis.

Eye: Irritation of the eye(s).

Gastrointestinal: Nausea and vomiting, diarrhea, dyspepsia and stomach disorder.
Miscellaneous: Fever,

Mouth and Teeth: Dental p

Musculoskeletal: Pain in }otnt sprainfstratn aches and pains, pain in limb.
Neurological: Diziness/giddiness.

Respiratory: Bronchitis, chest congestion.

Skin: Dermatitis, rash/skin eruption.

Urogenital: Dysmenorrhea.

In a 16-week study in asthmatics requiring oral corticosteroids, the effects of fluticasone propionate
inhalation aerosol, 660 meg twice daily (n = 32) and 880 mey twice daily (n = 32), were compared with
placebo. Adverse events (whether considered ru?-relatad or nondrug-related by the investigator)
reported by more than three patients in either fluticasone pmpionale group and which were more com-
mon with fluticasone Hmate than placebo are shown b
Eal'. Nose, and Throal: Pharyngitis (9% and 25% nasal ccngestaon 19% and 22%); sinusitis (19%

22%); nasal discharge (16% and 16%); |1 ona (19% and 9%); pain in nasal smus(es] (13%
and 0’% Canﬁlda—hke oral raslons (16% and ropharyngeal candidiasis (25% and 19% ).
Upper respiratory infection {31% and 19 i influenza (0% and 13%).
Dlher He ache (28% and ain in 19% and 13% , nausea and vomiting (22% and 16%);
muscular soreness (22% and 13%? malal ue (22% 28%] insomnia (3% and 13%).
OVERDOSAGE: There are no data available on the effects of acute or chronic overdosage with FLOVENT
Inhatation Aerosol. Inhalation by healthy volunteers of a single dose of 1,760 or 3,520 meg of fluticasone
propionate inhalation aerosol was well folerated, Fluticasone propionate given by hrnlaﬁon aerosol at doses
011320 dalhrinr?toﬁdaysloheaﬂhyh volunteers was also well tolerated. Repeat oral
doses up to daily for 10 days in Imehmmandrepeatomldosasupmmmq
days hpahenis mre well tolerated. Adverse reactions were of mild or moderate severity, and
were similar in active and trealmam . Chronic overdosage may result in signs/symptoms of
hypercorticism (see PRE 10NS). The n subcutaneous median lethal doses in rats and mice were
>1,000 mg/kg (>2,000 times the maximum human daily inhalation dose based on mg/m’),
Glaxo Wellcome Inc.
Research Triangle Park, NC 27709

Made in England June 1996 RL-323

© 1996 Glaxo Wellcome Inc. Printed in USA

FLO112R0O August 1996



'y

ARCHIVES

OF

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 (ISSN 1063-3987) is published monthly,

+ except for August and December, by the American Medical Association, 515 N

, State St, Chicago, IL 60610, and is an official publication of the Association. Pe-
riodicals postage paid at Chicago and at additional mailing offices. GST regis-
tration number 12622 5556 RT. Canada Post International Publications Mail (Ca-
nadian Distribution) Sales Agreement 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; £90 outside the Americas. The institution rates
for 1 year are $115 in the United States; $150 in the Americas; £105 outside the
Americas. Special rates for residents and medical students are available. Address
all subscription communications to: Subscriber Services Center, American Medi-
cal Association, PO Box 10946, Chicago, IL 60610. Phone: (800) 262-2350. Fax:
(312) 464-5831. E-mail: ama-subs@ama-assn.org. For mailing addresses out-
side the United States and US possessions, see International Subscription Infor-
mation.

CHANGE OF ADDRESS—POSTMASTER, send all address changes to ARCHIVES
OF FAMILY MEDICINE, c¢/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 United States and US possessions, see International Subscription In-
formation.

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-maik: ama-subs@ama-assn.org. For mail-
ing addresses outside the United States and US possessions, see International
Subscription 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 2 offices based on delivery address:
(1) For delivery in North America, Central America, and South America, con-
tact Subscriber Services Center, AMA, PO Box 10946, Chicago, IL 60610. Phone
(312) 670-7827. Fax: (312) 464-5831. E-mail: ama-subs@ama-assn.org. (2) For
delivery outside the Americas, contact JAMA & Archives Journals, Reader Ser-
vices Centre, PO Box 299, London WC1H 9TD, England. 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 10 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 Ave, #2210, New York, NY 10010. Phone:
{212) 354-0050. Fax: (212) 354-1169. E-mail: QGZRO6A@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.

WORLD WIDE WEB ADDRESS—http://www.ama-assn.org.

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.

Publication Staff Production & Distribution Division

Specialty Journal Division Office

Offices: 515 N State St

. Manager, Budgets & Costs:
Chicago, IL 60610

Bonnie Van Cleven

Editorial Processing Department,
Specialty Journals

Office Manager:
Karen Branham

Director: Paula Glitman
Advertising & Production

Manager: Vickey Golden Department

Freelance Manager: N )
Diane L. Cannon Director: Vanessa Hayden
Paper & Planning:

Senior Copy Editor/Atex Specialist: Karen Adams-Taylor

Paul Frank
Copy Editors: Manager, Advertising Services:
Brenda J. Gregoline Carole Piszker
Mary Kingzette . .
Lisa Riolo Masnager,Panducuon Services:
Barbara Wojtowicz usan brice
Manuscript Records Clerk: Pro]guggfm (l:\:soclales:
Celina Canchola eoble L.amp
Betty Frigerio
Sarah Powell

New Media Editorial Office

New Media Editor:
William M. Silberg

Jennifer Reiling
Christine M. Wagenknecht
E. Ruth White

Production Assistant:
Jo Anne Turner

Assistant Editor:
Marty Suter

Distribution

AMP)

Distribution Manager: Paul Gasiecki

Electronic Production Department Assistant to the Associate Publisher:

y Christine Hearne
Director: Linda Knott

Supervisor, Composition & Pagination: Publications Marketing &

Sandra Lopez New Media Division
Electronic Production Operators: Assistant to the Publisher, New Media:
Gail Barrett Marla Hall

Brenda Chandler-Haynes
Michael L. Culbert
Mary Ann Kuranda

Graphics Manager:
Charl Richey-Davis

Graphics Operators:
JoAnne Weiskopf
Alicja Wojcik

Manager, Proofreading:
Teresa H. Omiotek

Circulation Processing Department

Director: Beverly Martin

Circulation Development Department
Director: Ann Westerbeke

Licensing & Permissions Department #

Director: Norman Frankel

Proofreaders: Indexing: Kathy Gaydar
David Antos Permissions: Ada Jimenez-Walker
Daniel James
Mary Kay Tinerella Reprints

Production Assistant: Reprint Coordinator: Joseph Rekash
Ruth Sprague

Database & New Media

Electronic Coordinator:
Mary Ellen Johnston

Database Assistant:
Melanie Parenti

ARCH FAM MED/VOL 5, OCT 1996

482



Announcing

The American Medical Association
Morris
Fishbein
Fellowship

July 1, 1997, through
June 30, 1998

Applications are now being taken for the Morris Fishbein Fellowship in
Medical Editing sponsored by the American Medical Association.

Physicians interested in making a substantial commitment to medical

editing are invited to apply for this full-time 1-year fellowship program.

Work With JAMA The success-
ful candidate will work with the
editorial and production staff of
The Journal of the American
Medical Association in all facets of
editing and publishing a major
weekly journal. At the completion
of the program, it is expected that
the candidate will be proficient in
manuscript review and selection,
issue makeup, copy editing and
styling, art and layout of articles,
issue planning and managing, in
addition to the many other ele-
ments of journal publication.
Hel/she will also be conversant with
marketing and advertising proce-
dures.

Publishing The candidate must
have proven writing ability at the
time of application, since he/she
will be required during the course
of the year to prepare articles for
publication. Although the fellow
will work under the supervision of
a physician-editor, ability to work
independently is a must.

American Medical Association

Physicians dedicated to the health of America

Stipend A stipend of $40,000 will
be provided to the successful candi-
date to cover the 1-year period.

Application Forms For an
application blank, please write to
Richard M. Glass, MD, Deputy
Editor, The Journal of the
American Medical Association,

515 N State St, Chicago, IL 60610.

Deadline for Applying
Completed applications should be
forwarded as soon as possible and
must be received no later than

December 20, 1996.

YOCON
Yohimbine HCI

[Description: Yohimbine is a 3a-15a-208-17a-nydroxy 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 indolalkylamine atkaloid with chemical similarity
10 reserping. 115 & crystalline powder. odorless. Each compres-
‘sed tablat confains {1/12 gr.) 5.4 mg of Yohimbine Hydroghlonde
Action: Yohimbine blocks presynaptic alpha-2 adranergic re-
ceptors. Its action on peripheral blood vessels resembles that of
reserping, though it is weaker and of short duration. Yohimbine's
peripheral autonomic nervous system etfect is 1o increase para-
sympathetic (cholinergic) and decrease sympathetic (adrenergic)
mlﬁw It is to be noted that in male sexual performance.
erection Is linked to-chalinergic activity and o alpha-2 adrenergic
blockade which may theoretically result in increased penile in-
flaw. decreased penile.outflow or beth

Yohimbine exerts'a.stimulating action on the mood and may
Increase anxiety Stich actions have.natbeen adequately studied
or related to dosage although thcy appear fo require hiigh doses
of the drug  Yohimbing has a mild anti-diuretic action, protably
via stimulation of hypothalmic centars and release of posterior
pituitary hormone

Reportedly, Yohimbine exerts no signifisant influence on cardiac
‘stimulation and other effects mediated by B-adrenergic rawm
fiseffect on blodd pressure. if any. would be tolower it: however
o adequate studies dreathand loquantitate this effect in tegms
of Yohimbing dosage.
Indications: Yocon® is indicated as a:sympathicolytic and myd-
niatric, It may have activity as an aphrodisiac
Contraindications: Renal diseases,and patient’s sensitive to the
drug. In view.of the limitéd.and inadequate information at hand. no
precise tabliation can be offered of additional contraindications.

Wamning: Generaily, this drug iSnot proposed for usein females.
and ceftainly must not be used duning pregnancy  Neither is this
drug proposed for use in pedtatric. geniatric o cardio-renal
patients with gasiric or duodenal ulcer fistory. Nor should it be
used in conjunction with moad-modifying diugs such as antide-
pressants. or in psychiatric patients in general
Adverse Reactions: Yohimbine readily penetrates the (CNSyand
produces a complex pattern.of responses in lower doses than
required to produce peripheral a-adrenergic blockage These
include, anti-diuresis. a general picture of central excitation
ineluding elevation of blood pressure and heart rate. increased
maotor activity, irmtabiiity and fremor Sweating. nausea and
vomiting are common after parenteral administration of the
drug ' Also dizziness, headachie, skin flushing repartad when
used orally. I
Dosage and Administration: Expenmental dosage reported in
treatment of erectile impotence ' = 1 tablet (5 4 mg) 3 times a
day, to adult males taken orally ammmmmm
with this dosage are nausea. dizziness or nervousness. In the
event of side effects dosage to be reduced o %2 tablet 3 times a
day. foliowed by gradual increases to 1 tablet 3 fimes a day.
Reported therapy not more than 10 weeks
How Supplied: Oral tablets of YOCON® 1/12 gr. 5.4myg in bottles
of 100 NDC 53159-001-01, 1000's NDC 53158-001-10 and
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I Among the most frequently read

and cited journals in dermatology

Priority reading for relevant, clinical information

-

'ARCHIVES

I PR
' DERMATOLOGY

Selected recent topics from
Archives of Neurology

® Long-Term Use of Cyclosporine

® Psoriatic Arthritis: New Types,
New Treatments

@ Prevention and Early Detection
Strategies for Melanoma and
Skin Cancer: Current Status

@ Complication of Cutaneous
Surgery in Patients Taking
Warfarin, Aspirin, or NSAIDs

@ Topical Tretinoin Improves Early
Stretch Marks

@ Corticosteroid Contact Allergy

@ Radiation Injury to Skin
Following Fluoroscopically
Guided Procedures

and its diseases. One of the best clinical tools available, Archives of

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

Stay ahead of the changes affecting the practice and study of the skin

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

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

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

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

Editor: Kenneth A. Arndt, MD

Dr. Arndt is Professor of Dermatology, Harvard Medical School, and
Dermatologist-in-Chief, Beth Israel Hospital.

Archives of Dermatology is a leading
resource for clinical practice.
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' Developing a Prevention, Education
and Research Agenda

October 13-15, 1996
at Annenberg Center for Health Sciences at Eisenhower

Rancho Mirage, California

Despite remarkable advances in almost every field of medicine, an

age-old problem continues to haunt medical care — the occurrence of
errors. Although the error rate in health care is unknown, and may be
unknowable, any error is a cause for concern. Errors can result in
tragedy for patients and their families, add cost to an already
overburdened health care system, and can lead to wasteful litigation.
Errors in health care can also affect health care professionals who are
dedicated to helping their patients.

The American Association for the Advancement of Science, the
American Medical Association, the Annenberg Center for Health
Sciences, and the Joint Commission on Accreditation of Healthcare
Organizations are convening a multidisciplinary conference to
examine errors in health care — how to define error, how to measure
error, what factors contribute to error, and how error can be reduced
or prevented.

Speakers will represent a broad spectrum of perspectives and
disciplines, including experts from industries outside of health care,
who have lessons to teach in error detection and reduction. The
conference will include plenary sessions, as well as breakout sessions
that will allow interaction with the speakers. Attendees will help
develop an agenda for organizations and individuals oriented toward
improving the quality of care and reducing the potential for human
and organizational error.

Registration and Cancellation

Primary Objectives

M To develop an agenda for
further research into errors,
identify educational or other
approaches to their prevention,
and target next steps for
stakeholders.

B To promote greater under-
standing of the occurrence of
errors and strategies for preventing
them.

B To generate candid discussion
of accountability in health care
and explore alternate ways of
responding to errors.

B To provide an opportunity for
networking in a multidisciplinary
setting,

The registration fee is $295. Registrations postmarked after September 19 will be $350. The fee includes all course materials,
continental breakfase, breaks, lunch and dinner served at the Annenberg Center, and transportation between the conference hotels
and the Annenberg Center for conference sessions. Space is limited, so please register early.

All requests for cancellation must be received in writing by October 3. There will be a $25 administrative fee. No refunds will be

issued after October 3.

A Multidisciplinary Leadership Conference Convened by: American Association for the Advancement of
Science, American Medical Associarion, Annenberg Center for Health Sciences ar Eisenhower, and Joint
Commission on Accreditation of Healthcare Organizations

Co-Sponsers: Actna, Agency for Health Care Policy and Research, American Hospital Association, American
Society of Health-System Pharmacists Research and Education Foundarion, CNA HealthPro, Glaxo Wellcome
Ine.. Instrue for Healthcare Improvement, MMI Companies, Inc., Phizer, Inc., Physician Insurers Association of
America, and Robert Wood Johnson Foundation.

For additional information, call
Helen Cox at 1-800-321-3690
from 8 a.m. to 5 p.m. PST

or visit htep://www.mederrors.org
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Your medical

book store —

is right in your hand.

AMA Book Source is your complete medical book store,

and it is only a phone call away. Book Source offers thousands
of the newest and standard medical titles for all your informa-
tional interests and needs. All major publishers are stocked, and
delivery is prompt. Book Source will save you the cost of
ordering from individual publishers. Special orders and
database searching are welcome, too.
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I [ake part in the discovery
with Archives of Neurology

Find the clinical information you need

rchives of Neurology broadens your horizons with insights from

ARC HIVES the foremost clinicians in the field. The Archives, published by the

world’s most authoritative medical publisher, contains current information
you can trust. It ranks among the specialty’s most widely read and
frequently cited journals.

Authoritative, comprehensive, influential

® Original, peer-reviewed contributions offer state-of-the-art approaches.

v

@ “Controversies in Neurology” invites experts to present differing
viewpoints on important neurologic practice and research.

® “Observations” provides detailed perspectives of case studies for
clinically relevant guidance.

o @ “Practice of Neurology” emphasizes the problems and decisions
e clinicians encounter in practice and in their role of consultant to
other physicians.

® Updates on rare conditions, breakthrough treatments, emerging
Selected recent topics from technology, new alternatives in diagnosis and treatment, and more.

Archives of Neurology Practical, reader-friendly design

@ Factors Predictive of the
Need for Levodopa in Early The Archives’ design helps you get the most out of your reading time.

Parkinson’s Disease Structured abstracts highlight the key points of primary source articles.

@ Migraine and Subsequent Risk Contemporary layouts feature an easy-to-read typeface.

of Stroke : : :
B Discover how important Archives of

Neurogenetic Disease Neurology is to your practice.
® Lack of Relationship Between

Leuko-Araiosis and Carotid
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Current Visions.

The most current thinking.
Enriched with the most current
thinking and interpretations of
the AMA’s Council on Ethical

and Judicial Affairs — more than
135 clearly written opinions on
specific issues. Complete with
concise references to recent court
decisions and journal articles.
The Code of Medical Ethics, Current

? gﬁ:;:atnggmom Opinions with Annotations will
inform your decision making and
P strengthen your ability to apply
established ethical principles
‘:‘.‘ to your daily medical practice.

Published July 1996.

Order your copy today.
800 621-8335.

Visa, MasterCard, American

The authoritative source.
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y Express/Optima accepted.
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AMA member price: $19.95
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I Archives of Otolaryngology-Head & Neck
Surgery is priority reading for the specialty

Your source for expert clinical information
& rchives of Otolaryngology-Head & Neck Surgery is one of the most
ARCHIVES | A

frequently read and cited journals in the field. Articles are relevant to
clinical decision-making and encompass the rapid changes taking
v
OTOLARYNGOLOGY -
HEAD & NECK SURGERY

B

place in all areas of the specialty.

Knowledge vital to otolaryngological practice

® Peer-reviewed original articles written by the physicians and
researchers making outstanding innovations in the field.

W—"""*—"‘-"‘" o ® Information on the latest microsurgical techniques and other state-of-

e RS the-art approaches, including lasers, cryogenics, ultrasonics, and
chemosurgery.

@ Coverage of significant work-in-progress at leading research centers in
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CIPRO®

(ciprofloxacin hydrochloride)

TABLETS
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INDICATIONS AND USAGE

Cipro® is indicated for the treatment of infections caused by susceptible
strains of the designated microorganisms in the conditions listed below.
Please see DOSAGE AND ADMINISTRATION for specific recommendations.
Lower Respiratory Infections caused by Escherichia coli, Klebsielia
pneumonlae En!erabacrer cloacae, Pmteus mlrabrlls Pseudomonas
or

Slreptocoocus pneumamae

NOTE: Afthough effective in clinical trials, ciprofioxacin is not a drug of
first choice in the treatment of presumed or confirmed pneumcenia sec-
ondelly to Streptococcus preurnoniae.

Skin and Skin Structure Infections caused by Escherichia coli, Kiebsiella
pneurmoniae, Enterobacter c/oacae Proteus mrmbllls Pmteus vulgaris,
Provid stuartii, Morga ganii, Citrobacter freundii,
aureus (methicillin suscepti-

bie), Staphy idermidis, or St
Bone and Joint | Inleclmns caused by Enrerobacter c/oacae Serratia

or P aer
Urinary Tract Infections caused by Escherichia coli, Kiebsiella pneumoni-
ae, Enterobacter cloacae, Serratia Proteus
Providencia rettgen Morganella morganii, Cltmbacter dvversus
Ci

by Clostridium drfﬁctle isone pnmary cause of “antibiotic-associated colitis.”
After the di of p colitis has been established,
therapeutic measures should be initiated. Mild cases of pseudomembra-
nous colitis usually respond to drug discontinuation alone. [0 moderate to
severe cases, constderanwn should be given to management with fluids
L and treatment with an antibac-
terial drug cI»mcaIIy effectlve agalns1 C. difficife colitis.
Achilles and other tendon ruptures that required surgical repair or resuR-
ed in prolonged disability have been reported with ciprofloxacin and other
quinolones. Ciprofloxacin should be discontinued if the patient experi-
ences pain, inflammation, or rupture of a tendon.
Ciprofloxacin has not been shown io be effective in the treatment of
syphilis. Antimicrobial agents used in high dose for short periods of time
to treat gonorrhea may mask or delay the symptoms of incubating
syphilis. All patients with gonorrhea should have a serologic test for
syphilis at the time of diagnosis. Patients treated with ciprofioxacin should
have a follow-up serologic test for syphilis after three months.

PRECAUTIONS

General: Crystals of ciprofloxacin have been observed rarely in the urine
of human subjects but more frequently in the urine of [aboratory animals,
which is usually alkaline. (See ANIMAL PHARMACOLOGY.) Crystalluria
related to ciprofloxacin has been reported onty rarely in humans because
human urine is usually acidic. Alkalinity of the urine should be avoided in
patients receiving ciprofloxacin. Patients should be well hydrated to pre-
vent the formation of highly concentrated urine.
Alteration of the dosage regimen is necessary for patients with impair-
ment of renal function. {See DOSAGE AND ADMINISTRATION.)
Moderate to severe phototoxicity manifested as an exaggerated sunbum reac-
tion has been obsetved in panems Mmareapowdto direct sunlight while

some of the class of drugs. Excessive sunlight
shouid be avoided. Tnerapy should be discontinued if phototoxicity occurs.
As with any potent drug, periodic assessment of organ system functions,
mcludmg reI:ual hepatic, and hematopoietic function, is advisable during

therapy.

b freundn Pseud aer phy eprder-
midis, Staphy saprophyticus, or Er faecalis.
Acute Uhl:onmllcated Cystitis in lemales caused by Escherichia coli or
Staphylococcus saprophyticus. (See DOSAGE AND ADMINISTRATION.)
Typhoic Fever (Enteric Fever) caused by Salmonefia typhi.
NOTE: The efficacy of ciprofioxacin in the eradication of the chronic
typhoid tarrier state has not been demonstrated.
Sexually Transmitted Diseases (See WARNINGS.)
%icomplicated cervical and urethral gonorrhea due to Neisseria gonor-

0eae.

Infectious Diarvhea caused by Escherichia coli (enterotoxigenic strains),
Campylobacter jejuni, Shigella fiexnen* or Shigella sennei* when antibac-
terial therapy is indicated.
*Although treatment of infections due to this organism in this organ sys-
tem demonstrated a clinically significant outcome, efficacy was studied in
fewer than 10 patients.
If anaerobic organisms are suspected of contributing to the infection,
appropnate therapy should be administered.

priate culture and ibility tests should be performed before
tfeatment in order to isolate and identify organisms causing infection and
to determine their susceptibility to ciprofloxacin. Therapy with Cipro®
may be initiated before results of these tests are known; once results
become available appropriate therapy should be continued. As with other
drugs, some strains of Pseudomonas aeruginosa may develop msrsmnoe
fairly rapidly during treatment with ciprofloxacin. Culture and
ty testing performed pericdically during therapy will provide mfon'natmn
not only on the therapeutic effect of the antimicrobial agent but also on
the possible gt of bacterial

CONTRAINDICATIONS
Cipro® (ciprofloxacin hydrochloride) is contraindicated in persons with a
history of hypersensitivity to ciprofloxacin or any member of the
quinolone class of antimicrobial agents.
WARNINGS

THE SAFETY AND EFFECTIVENESS OF CIPROFLOXACIN IN CHILDREN,
ADOLESCENTS (LESS THAN 18 YEARS OF AGE), PREGNANT WOMEN,
AND LACTATING WOMEN HAVE NOT BEEN ESTABLISHED. (SEE PRE-
CAUTIONS-PEDIATRIC USE, PREGNANCY AND NURSING MOTHERS
SUBSECTIONS.) The oral administration of ciprofloxacin caused lame-
ness in immature dogs. Histopathological examination of the weight-
bearing joints of these dogs revealed permanent lesions of the cartilage.
Related quinolone-class drugs also produce erosions of cartilage of
weight-bearing joints and other signs of arthropathy in immature animals
of various species. (See ANIMAL PHARMACOLOGY)

Information for Patients: Patients should be advised that ciprofioxacin may
be taken with or without meals. The preferred time of dosing is two hours
after a meal. Patients should also be advised to drink fiuids liberally and not
take antacids containing magnesium, aluminum, or calcium, preducts con-
taining iron, or multtivitamins containing zinc. However, usual dietary intake
of calcium has not been shown to alter the abserption of ciprofioxacin.
Panenls should be advised that ciprofloxacin may be associated with
even fi g a single dase, and to discontin-
ue'the dmg at the first sign of a skin rash or other allergic reaction.
Patients should be advised to avoid excessive sunlight or artificial ultravi-
olet light while receiving ciprofloxacin and to discontinue therapy if photo-
toxicity cccurs.
Patients should be advised to discontinue treatment; rest and refrain from
exercise; and inform their physician if they experience pain, inflammaticn,
or rupture of a tendon
Ciprofloxacin may cause dizziness and lightheadedness; therefore,
patients should know how they react to this drug before they operate an
automobile or machinery or engage in activities requiring mental alert-
ness or coordination.
Patients should be advised that ciprofioxacin may increase the effects of
theophylline and caffeine. There is a possibility of caffeine accumulation
when products containing caffeine are consurmed while taking quinolones.
Drug Interactions: As with some other quinolones, concurrent administra-
tion of ciprofloxacin with theophylline may lead to elevated serum cencen-
trations of theophyliine and prolongation of its elimination half-life. This may
result in increased risk of theophylline-related adverse reactions. (See
WARNINGS.) If concomitant use cannct be avoided, serum levels of theo-
phylline should be monitored and dosage adjustments made as appropriate.
Some guinolones, including ciprofioxacin, have also been shown to inter-
fere with the metabolism of caffeine. This may lead to reduced clearance
of caffeine and a prolongation of its serum half-life.
Concurrent administration of ciprofloxacin with antacids containing mag-
nesium, aluminum, or calcium; with sucralfate or divalent and trivalent
cations such as iron may substantially interfere with the ab of

incidence of abortion. No teratogenicity was observed at either dose. After
intravenous administration, at deses up to 20 mg/kg, no materna toxicity
was produced, and no embryotoxicity or teratogenicity was observed.
There are, however, no adequate and well-controlled studies in pregriant
women. Ciprofioxacin should be used during pregnancy only if the poten-
tial benefit justifies the potential risk to the fetus. (See WARKINGS.)
Nursing Mathers: Ciprofloxacin is excreted in human milk. Because of the
potential for serious adverse reactions in infants nursing from mothers
taking ciprofloxacin, a decision should be made either to discontinue
nursing or to discontinue the drug, taking into account the importance of
the drug to the mother,
Pediatric Use: Safety and effectiveness in children and adolescents less
than 18 years of age have not been established. Ciprofloxacin causes
arthropathy in juvenile animals. (See WARNINGS.)
ADVERSE REACTIONS
During cfinical investigation, 2,799 pattents received 2,868 courses af the
drug. Adverse events that were considered likely to be drug related
occurred in 7.3% of patients treated, possibly refated in 9.2% (total of
16.5% thought to be possibly or probably related to drug therapy), and
remotely related in 3.0%. Ciprofloxacin was discentinued because of an
adverse event in 3.5% of patients treated, primarily invoiving the gastroin-
testinal system (1.5%), skin (0.6%}, and central nervous system {0.4%).
The most frequently reported events, drug related or not, were nausea
5.2%), diarrhea (2.3%), vomiting (2.0%), abdominal pain/discomfort
1.7%), headache (1.2%), restlessness (1.1%}, and rash (1.1%).
Additional events that occurred in less than 1% of ciprofioxacin patients
are listed below.
CARDIOVASCULAR: palpitation, atrial flutter, ventricular ectopy, syn-
cope, hypertension, angina pectoris, myocardial infarction, cardiopui-
manary arrest, cerebral thrombosis
CENTRAL NERVOUS SYSTEM: dizziness, lightheadedness, insomnia,
nightmares, hallucinations, manic reaction, irritability, tremor, ataxia,
convulsive seizures, lethargy, drowsiness, weakness, malaise, anorexia,
phobia, depersonalization, depression, paresthesia {See above.) {See
PRECAUTIONS )
GASTROINTESTINAL: painful oral mucosa, oral candidiasis, dysphagia,
intestinal perforation, gastrointestinal bleeding (See above.) Cholestatic
jaundice has been reparied.
MUSCULOSKELETAL: arthralgia or back pain, joint stiffness, achiness,
neck or chest pain, flare up of gout
RENAL/UROGENITAL: interstitial nephritis, nephritis, renal failure,
polyuria, urinary retention, urethral bleeding, vaginitis, acidesis
RESP{RATORY: dyspnea, epistaxis, laryngeal or pulmonary edema, hic-
cough, hemaptysis, bronchospasm, puimonary embolism
SKINHYPERSENSITIVITY: pruritus, urticaria, photosensitivity, flushing,
fever, chills, angicedema, edema of the face, neck, lips, conjunctivae or
hands, cutaneous candidiasis, hyperpigmentation, erythema nodosum
(See abave.}
Allergic reactions ranging from uticaria to anaphyiactic reactions have
heen reported. (See WARNINGS.)
SPECIAL SENSES: blurred vision, disturbed vision (change in color per-
ception, overbrightness of lights), decreased visual acuity, diplopia, eye
pain, tinnitus, hearing loss, bad taste
Most of the adverse events reported were described as only mild or mod-
erate in severity, abated soon after the drug was discontinued, and
required no treatment.
In several instances nausea, vomiting, tremor, irritability, or palpitation
were judged by investigators to be related to elevated serum levels of
theophylline possibly as a resuft of drug interaction with ciprofloxacin.
In demestic clinical triafs involving 214 patients receiving a single 250-mg
oral dose, approximatety 5% of patients reported adverse experiences with-
out reference to drug relaticnship. The most comman adverse experiences
were vaginitis (2%}, headache (1%}, and vaginal pruritus (1%). Additional
reactions, occurring in 0.3%—1% of patients, were abdominal discomfort,
tymphadenopathy, foot pain, dizziness, and breast pain. Less than 20% of
these patients had laboratory values obtained, and these results were gen-
erally consistent with the pattern noted for multti-dose therapy.
Pos‘l-nlattenng Adverse Events Additional adverse events, regardless of

ciprofloxacin, resutting in serum and urine (evels considerably lower than
desired. To a lesser extent this effect is demonstrated with zinc-containing
multivitamins. $See DOSAGE AND ADMINISTRATION for concurrent
administration cf these agents with ciprofloxacin.)

Altered serum levels of phenytoin {increased and decreased) have been
reported in patients receiving concomitant cipro{loxacin.

The concomitant administration of ci with the suffonylurea gly-
buride has on rare occasaons resurled in severe hypoglycemia.

Some quinol i cipl , have been iated with

to drug, d from worldwide marketing experience with
qumolnnes including ciprafloxacin, are:
BODY AS A WHOLE: change in serum phenytein
CARDIOVASCULAR: postural hypotensicn, vasculitis
CENTRAL NERVOUS SYSTEM: agitation, confusion, defirium, dyspha-
sia, myoclonus, nystagmus, toxic psychos
GASTROINTESTINAL: constip flatui , hepatic
necrosis, jaundice, pancreatitis, pseudnmembranous colitis (The onset
of pseudomembranous colitis symptoms may occur during or after

Convulsuons have been reported in patients r ciprofl
, and toxuc psychosis have
been reponed in patients receiving drugs in this class. Quinolones may
also cause central nervous system (CNS) stimuiation which may lead to
tremars, restlessness, lightheadedness, confusion, and hallucinations. If
these reactions occur in patients receiving ciprofloxacin, the drug should
be discontinued and appropriate measures instituted. As with all
quinolones, ciprofloxacin should be used with caution in patients with
known or suspected CNS disorders, such as severe cerebral arterioscle-
rosis, epilepsy, and other factors that predispose to seizures. (See
ADVERSE REACTIONS.)
SERIOUS AND FATAL REACTIONS HAVE BEEN REPORTED IN PATIENTS
RECEIVING CONCURRENT ADMINISTRATION OF CIPROFLOXACIN AND
THEOPHYLLINE. These reactions have included cardiac arrest, seizure,
status epilepticus, and respiratory failure. Aithough similar serious
adverse effects have been reported in patients receiving theophylline
alone, the possibility that these reactions may be potentiated by
ciprofloxacin cannot be eliminated. If concomitant use cannot be avoided,
serum levels of theophyliine should be monitored and dosage adJust-
ments made as appropriate.
Serious and ¢ i fatal h ivity (anaphylactic) reactions,
some following the first dose, have been reponed in patients receiving
quinolone therapy. Some reactions were accompanied by cardiovascular
collapse, loss of consciousness, tingling, pharyngeal or facial edema, dys-
pnea, urticaria, and itching. Only a few patients had a histery of hypersensi-
tivity reactions. Serious anaphylactic reactions require immediate emergen-
cy treatment with epinephrine. Oxygen, intravenous steroids, and airway
management, including intubation, should be administered as indicated.
Severe hyp itivity reactions ized by rash, fever, ecsinophil-
i3, jaundice, and hepatic necrosis with fatal outcome have also been rarely
reported in patients receiving ciprofloxacin along with other drugs. The
possibility that these reactions were related to ciprofloxacin cannot be
excluded. Ciprofioxacin should be discontinued at the first appearance of
a skin rash or any other sign of hypersensitivity.
Pseudomembranous colitis has been reported with nearly all antibac-
terial agents, including ciprofloxacin, and may range in severity from
mild to life-threatening. Therefore, it is important to consider this
diagnosis in patients who present with diarrhea subsequent to the
administration of antibacterial agents.
Treatment with antibacterial agents atters the normal flora of the colon and
may permit overgrowth of clostridia. Studies indicate that a toxin produced

1t elevations in Serum creatinine in patlents receiving cyclosporine
concomitantty.
Quinolones have been reported to enhance the effects of the oral antico-
agulant warfarin or its derivatives. When these products are administered
concomitantly, prothrombin time or other suitable coagulation tests
shouid be closely monitored.
Probenecid interferes with renal tubular secretion of ciprofioxacin and
produces an increase in the level of ciprofloxacin in the serum. Tms
should be considered if patients are g both drugs cor i
As with other broad spectrum anumlcroblal agents, prolonged use of
ciprofloxacin may result in overgrowth of nonsusceptible organisms.
Repeated evaluation of the patient’s condition and microbial susceptibility
testing is essential. If superinfection occurs during therapy, appropriate
measures should be taken.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Eight in vitro
mutagenicity tests have been conducted with ciprofioxacin, and the test
resuits are listed below:

Salmonella/Microsome Test (Negative)

E. coli DNA Repair Assay {Negative)

Mouse Lymphoma Cell Forward Mutation Assay (Positive)

Chinese Hamster Vg Cell HGPRT Test {Negative}

Syrian Hamster Embrye Cell Transicrmation Assay (Negative)

Saccharomyces cerevisiae Point Mutation Assay (Negative)

Saccharomyces cerevisiae Mitotic Crossover and Gene Conversion

Assay (Negative)

Rat Hepatocyte DNA Repair Assay (Positive}
Thus, 2 of the 8 tests were positive, but results of the following 3 in vivo
test systems gave negative results:

Rat Hepatocyte DNA Repair Assay

Micronucieus Test {Mice)

Dominant Lethal Test (Mice)
Long term carcinogenicity studies in mice and rats have been completed.
After daily oral dosing for up to 2 years, there was no evidence that
ciprofloxacin had any carcinogenic or tumorigenic effects in these species.
Pregnancy: Teratogenic Effects. P ncy Calegory C: Reproduction
studies have been performed in rats and mice at doses up to 6 times the
usual daity human dose and have revealed no evidence of impaired fertility
or harm to the fetus due to ciprofloxacin. In rabbits, as with most antimi-
crobial agents, ciprofloxacin (30 and 100 mg/kg orally) produced gastroin-
testinal disturbances resulting in maternal weight loss and an increased

bial treatment.)
HEMIC/LYMPHATIC: agranulocytosis, hemolytic anemia, methe-
maglohinemia, prolongation of prothrombin time
METABOLIC/NUTRITIONAL. elevaticn of serum triglycerides, choles-
terol, blood glucose, serum potassium
MUSCULOSKELETAL: myalgia, possible exacerbation of myasthenia
gravis, fendinitistendon rupture
RENAL/UROGENITAL: albuminuria, candiduria, renal calculi, vaginal
candidiasis
SKIN/HYPERSENSITIVITY: anaphylactic reactions, erythema multi-
forme/Stevens-Johnsen syndrome, exfoliative dermatitis, toxic epider-
mal necrolysis
SPECIAL SENSES: anosmia
(See PRECAUTIONS.)
Adverse Laboratory Changes: Changes in laboratory parameters listed ag
adverse events without regard to drug relationship are listed below:
Hepatc  — Elevations of ALT (SGPT) (1.9%), AST (SGOT) (1.7%},
alkaline phosphatase (0.8%), LCH (0.4%),
serum bilirubin (0.3%)
Hematologic— Eosinophilia (0.6%), leukopenia (0.4%), decreased bicod
platetets (0.1 %a,elevated blood platelets (0.1%),
pancytopenia {0.1%).
— Elevations of serum creatinine (1.1%), BUN {0.9%),
CRYSTALLURIA, CYLINDRURIA,
AND HEMATURIA HAVE BEEN REPORTED.
Other changes accurring in less than 0.1% of courses were: elevation of
serum gammaglutamyl transferase, elevation of serum amylase, reduc-
tion in blood glucose, elevated uric acid, decrease in hemoglobin, anemia,
bleeding diathesis, increase in blood monocytes, (eukocytosis.
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wacin HCl) Tablets

500 mg 750 mg

Highly effective second-line therapy for acute exacerbations

of chronic bronchitis.

Cipro Tablets are indicated for mild/moder-
ate/severe/complicated lower respiratory
infections caused by E coli, K pneumoniae,
E cloacae, P mirabilis, P aeruginosa,

H influenzae, H parainfiuenzae,

S pneumoniae.

NOTE: SERIOUS AND FATAL REACTIONS
HAVE BEEN REPORTED IN PATIENTS RECEIV-
ING CONCURRENT ADMINISTRATION OF
CIPROFLOXACIN AND THEOPHYLLINE. If
concomitant use cannot be avoided, serum

levels of theophylline should be monitored

and dosage adjustments made as appropriate.

THE SAFETY AND EFFECTIVENESS OF
CIPROFLOXACIN IN CHILDREN, ADOLES-
CENTS (LESS THAN 18 YEARS OF AGE),
PREGNANT WOMEN AND LACTATING
WOMEN HAVE NOT BEEN ESTABLISHED.

All quinolones should be used with caution
in patients predisposed to seizures.
Ciprofioxacin should be discontinued at the
first sign of an allergic reaction. Patients

should be advised: 1. not to take antacids
containing magnesium, aluminum or calcium;
2. of a possible decrease in mental alertness
and coordination.

Most frequently reported adverse events
(>1%) without regard to drug relationship:
nausea; diarrhea; vomiting; abdominal

pain/discomfort; headache; rash; restlessness.

Please see brief summary of prescribing
information on adjacent page.
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